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*fcl±2*toU Gtt-O-x -S-, -SO-, -S0 2 - -NH-, 
15 -NR 40 ' 1 -, -CO-£St>U R 4 °- X I±C 1~8 7^;K C2~8 7;V 
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20 iflDT> T^X E P 3 Ut ^ ^ 7^111 Ife C H OttliSI lfe t 

£tl£ 9 6 «7x;i/^-f £ p 71/- Mi 1 0 4 cells/well T^iS U 2 Bftg*£# b 
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*SfeK:# Lfco x;U£ PBS ( 1 0 0 // 1 ) T^bfe^ Fura-2AM £ 
6 0 flf^SX D &£i±fco HEPES ^tT^m 3 7 'CTfKIIWfa^*! 4: P G 

E 2 (1 OnM) £»U ^ft*;v^£A*£©£ft*SISbfco 1"&fc> 
*>s 3 4 0/3 8 0 nmeDifcRMTCttjBU 5 10 nm©m#£MI£l/T\ 

fc*>\ &M{b&to<DT>*3=.z hf^{±PGE 2 ( 1 OnM) SMITCCS 
(iii) rn^^y-r Kb^r^— tfr^^rjBBIBUia^V^EP^ISiaSffi 

(Nishigaki) £®#& (FEBSlett, 264,339-341 (1995)) fci£DT> 

2 4 ^x;i/T^ ^D7*V-hC10 5 cells/well "CSHi U 2 B PtS*£# bH^t 
ftbfeo §>)iMMEM (minimum essential medium) (5 0 0/£l) 
bfc^ T^Z^i X^-iTh (assay medium) (MEM containing lmmol 
/L IBMX, 1%BSA) (4 5 0/il) 3 7 °CT* 1 0 > 

^-*ya>l/fc, ^©^. P'GE,m £fc&£ft£&ifcib£4&J£&fc 

* 

^trasf* (50/^1) &as&a u £os&ii&u 3 7 °ct 1 0 frmzufc bfc 

^MTCA(10%w/v) (50 0^1) b-CSJ**^±**fc« 

(-8 0°C) \ HWI*ffftofc«, W^-iK—nn 
jJS£&#L 13,00OrpmT-3^^^bT^e)n5±?iSMV^ cA 
MP (assay kit) KTc AMPaMfSSlJSUfco tt£t>%s Z 

CD±$fl2 5/il£ [ I2S I] c AMPT-fe'f**/ h (assay kit) (Amersham 
#«)0^y7 7— (buffer) 5 0 0 JLL 1 £ U ^^0.5mo 1/L h 

y -n-^^^^T*^ > (tri-n-octylamine) ®£ D D*;i/A&$& 1 ml fcfiSl 

u ^DD*;i/M*oTCA$^4bfc©^ frmzy-yy^tLT [ 12S 

I] cAMP7*-f*f h (assaykit) (CfBfitetVtV^^&fclJIlX 
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^T^xVl/ (submaximal) & c AMPg£{^ffl£^t;iyn!fe3 1 0 0 n 

* 

mm 

%*7ji1rfz®mmT:&Zo £*)t>tt, i^*-T7*EP 3 ££t>*/££:&EP 4 

tiss-u g&^ssi-rafcSK mm ##tKk «^ s®^) x 

imjtft Mm e& 
mm ?rattfe xm^^ & j&#^x *t#£i«x 
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* « 



5 #^$#tff^) x ±M&MSFM> mm^'&MMmt& (ALSK 

£fWSHBMb&> $/x-?VVffi«j&i& £#'l£^y bTh-^Xs AIDS^) s 



15 

20 ts»^t^K c©jsy^©«WJCbTia!-*i-«»^Kttx rants; 

WilWIiBStisaW^ftS. *^ WBHICJ:*tft#ttH -lass 

» * 
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14&0&> 7" Wl/^r— &if®£l2fc> «ffi!$0a* W^V/ 
-JK (I) -C^£ft3fb-&$J©#> #>*15S> *>©IB» 

-f>M^»> ^7 , D7x>, t?y*i-^-h, PtrwvmwT 

25 Xl/X 77i^n' 7i^W, $>tru7*J-9* h;M^>^ h 
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77D7i>t3;-JK ^-rDdr-feX 7;WHf7 , D7xV > 7;Wl/tT7 

5 707x> N sj-df -y-7P ^ >n 7"7;7 , D7iX D^rV7D7x>±hU 
>7A> 7^^7"D7iX h 7*0 7 x ^7itAg N ^7itA 
R7Vl/*=*A % h;i/7x*A» N 7D7^7i->> >T V7 V 
> % ^>7i>7^;X b'D^^^A^ tV^S^An 7>tJO^>* 

10 W77VX 7JH^D>> $7>->> tfU FX^G, 7^n-N^ 

* 

tf';>3M8f3k 7th7^7x>, 7ittfx ^y;i/^ 

*7p<h^7^X ^D^>#A N -feVZ2^ri/7*> D7x3^^ ^l/^U 
=^>7 N ^^hUh'IB-^^ #Ky>*JM**#W&*l*o 

t^p-t KSikut^ w.mMtvx, 7DW>S7n^y 

is -;k »^7D7^;x 7;i/^>7-h% 77>»^^vx 

s;7;i/^i/K^— K 7^v-h\ iiij;7^;hdx 7 

AS/7-K> /VI/W-h\ f**-***^ 7*DW>irW^VX 

□ fUMtruK^oVx -7Mt*sJ P>7-fe h-h\ 7nW 
>^7n^^^;x h U7AW D>7-fe h-h\ K/t;Hfc7;M*\/X 

25 mm wmt\sQ&^ »83;vf>;x tFo^;x u>»t 

Knn;i/f-^>±h U^A N 3;>7it h'D^^/Vth'J 1 ?^ 0^7 
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>s h\ U b\ r U 7" AW D X ST-126Ps 1/ V— h\ 

K tf-JVTU h*n^n>^-h U^A^^Sx^— h^W^ftSo 

fc^fWjWfcl/tfck ^Jt«> -ruYWZ (FK-506) > ^ hhW- 

K i"?ux-#V>, 7737^>> l/7;WSb\ 7*i/7^X IT^V 
^^^x-^-pSSiJPW^bt^ b7-?*K ^B^T* 1 ; 

20 *>7-MXK V7 4)]/)Vi37>Y, MCC-847x KCA-757^ CS-615^ YM-158x 
L-74Q515 N CP-195494> LM-1484> RS-635> A-93178. S-36496> BIIL-284, 
ONO-4057 btlZo 



WO 03/0 16254 . PCT/JP02/08120 

* 

P > N TAK-427 N ZCR-2060 N NIP-530^ ^^^>7DX-h, ^ \7 5 7 X 
BP-294. 7> h*57 k t-7;7-fX 7*7 'Jn^vw^s. 

tf7;vtr^> N xi^n^x ^n^-r-f s/>A3 % 

i/^n^fnx 7^7 hD\Z-;i/, 77 Knvr— ;k 'J a-7o V Fm) ^ 
^fefiSifljjW (u>f-i->> ;k zvx^y, W7^x 

d*/w*5», *g&$ h*tf>hn>> ^77?x £;i>*775^>3t0 

^*»;x7r7- SBWJfcLTfck P D E 4 E»S!|-C * 5 n 

IJ77A, ^>D^77h (1p d d ^7'J7D) n Bayl9-8004 N NIK-6^ D7;i/ 
5. 57 h (BY-217) s ^A7^ »J > (BRL-61063) % 7^7A (CP-80633) N 
SCH-35159U YM-976^ V-11294A N PD-168787^ D-4396^ IC-485 £> 
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THfAx ^K^;u;k -v^KVx -M/>^tfx *g»"vr 

5 -fen h ->f^ttHfc Ult *t h U ^ >> s >Ul> S H y ^ X ±7 h 
ffe©^fijl±, -fete© 2 SWJl±*tt»-6**T«-fr bT * «t ^ 0 

■P-B-ii)^6ftig«pa-*$na^x * fc By*A->*Ji fc 

20 -HI B#0 b 2 4 B$P^©^BT-#Mft£^&#£ft3 . 

^%hhm^it^^ a«i±a^©^t:«fcb*»-rs©"ex ±ib 

(i) -e^*n*fls*«x-*fci±HBa (I) T-*£ft*ft#« 
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^0t**», £fcJ±Wfc#J (7*r-^ x->^h-;w *>3-*n «Bt 

15 frl3o 

20 ®^^J, fWbfck trim 3^ mmi 



#«p«*©fc»©*Jiffl©^fcfck 
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5o mi^iiz^&z^te&%^zft~z^zb®fr%&&ftz° mx.&s 

15 ft£*!k «#^J> ££flS»U tt»fb*!k 3»««W¥*^-ev^%«k 

Mo 

20 — ft (x^y— ;k v7dk^7A3- ;HS0 n VMeM (iJM**>J- 

7-fttftU—Xs th'n^>xf;i/tJl/D-^ tfa^^7Dm;VD 



WO 03/016254 PCT/JP02/08 120 

f£ft£ 0 *&T«RL »»* Wttiat tt*ftMtf!U fr-fcftto.it 
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« 

\£Mb1- HJ £A, £x>$± h U £ A&£^te£x>^cD e fc5&^I#J£ 

£#LTVVC*J:VV» ^ri/-»JOJS3a^Scttx flfctt^HWIBI 2,868,691 
*fcfe XTFfflm 3,095,355 "tfcP b < 13© $ *Vt V> 3 0 

15 so (yfr* ^ # u v;v*- h 8 o .(ssffitto ^) > 

25 >m s me&k mmim ( u h u * a n m± n u •> a«) x mm 
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5 bZ*&MMSlhXM®k%ti>Zo 



is w&esftsfc^tt&^o 



N M R © fSBf w $ ftt V ^ 3 £ y n 1*1 ©SSISEttx I^tfil b 



20 bW5 



^.NH 2 .HCI 



H 3 CO 
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fflkt * >>-;K 1 0 0 m 1 ) £- 1 0 Vcmibtt-fr (14.0m 1 ) £ 2 

(io.o g) ^^as-ejDxfe, £bfcs»*4£S^8S3dft#bfco m 

*&*«»U S&fc**-'--^ (5 0ml) -C21slft»bfe« MC^f 
5 ;l/X -^;i/^jDx.> bk#e>R3l33ftb-ts WTO 

%Sfll**1"S«flWb^% (12.8 g) 
TLC : Rf 0.49 (n-^*"fr> : ftRx?\n>= 1 : 1) » 



##fl]2 

io 3-t K^ASR^^^^ 1 ' 



H 3 CO 




#%^Jl*CSSjSbfc^b-&«l (4.90 g ) <D?1^ (2 0ml) 0°CT*M 
h U •> A (1-83 g) ©7jc^& ( 1 5 m 1 ) 4 1 5 a-frfrTarF U »^ 
*&*2 0£BB*#bfc. fg^ItS^b^U^A (8.00 ff) ©7k« (3 Om 

15 d^io #frtt-c«rF bfcsu ^at- 2 0 a-su 6 o °ct 1 whirm* 

libfeo SaS*7A^n?h^7^- (n 

;i/=4 : 1-2 : 1) T?»»btx WTOKWStf**"*"***^** < 4 - 57 

20 g) £?#fco 

TLC : Rf 0.33 {r^py : B^x3VW= 4 : 1 ) o 
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4-3-F-3- [2- (i-7*\/>-2-' t*) x****3/] £S#S£ 




TVUrf^H&T* #%0!l2-£«$§bfcfli£& (3.00 g) > 2- (2 
5 ;v) (2.23s) s h'J7x^^7^> (425 g) 43«fcT51, 1' 

- (7vTi;*;i/7j?-;v)^^U^>(4.09g)©«feK5 1 b7t h*n77>(5 

Oml) ««*««"el 2*li«#bfco SJ£I^4^?^- ? ^ 

^_ ( n -^>:»^=20 : 1-10 : 1-5 : 1) tf»«b 
10 (4.64 g) £t#fco 

TLC : Rf 0.54 (n-^V:^ 1 ^ 154 : 0 

##ff]4 

4 _ th -n^>>^^;v-2- [2- (*7*i/>-2— r;v) x*-;i/**s/] 

15 7i-;V3-^-f K 




r;u=r>»HSns #%fll2-c«&b;Hb£*i (4.6i g) ©ftfef^b^b 

> (4 0ml) «l:-7 8 a C^'fVW7;^-7At^J K (0.95 
M^*1i*>*«) (28ml) * 1 0 &frttT»T bfcgL 1 WIMfrttT - 
4 0 -C * -C« b feo R*S**£ * * <> H^WMit h V * A7JC 
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OTh^77^- (n-^V-> :^x^=4 : 1~3 : 1) -eUMb 
TLC : Rf 0.55 (n-^Vy : S^x^;u= 1 : 1) „' 



T;i/3f>#H^Ts m%m4TZMMVtc4h-&® (2.54g) N T^'JMJxf 
;V (l36mlK h U x^r ^ > (4.38m 1 ) N 1, 1' (^7*x 

■ 

;^77^) 7iDt> (3 48mg) jS&V&m^W-k (H) (14 
lmg) (Dm&VtJ-KXK-fcici/Y (2 5ml) mW.* 1 0 0 e CT* 3 0# 

-f- (n-^-t7-> :^x^;i/=2 : 1 ~ 1 : 1) Tr^UTx WTcDtl 

ffiig&#-r^®fbi^ (2.07 g) £?#£o 

TLC : Rf 0.47 (n-^^ : f^x^;u= 1 : 1) ; 

NMR (300MHz, CDC1 3 ) : 6 7.99(d, J = 16 Hz, 1H), 7,86-7.76 (m, 4H), 7.50-7.40 
(m, 4H) , 6.94 (s, 1H) , 6.90 (d, J = 2.1 Hz, 1H) , 6 52 (d, J = 16 Hz, 1H) , 4.67 
(d, J = 5.4 Hz, 2H) ,4.34 (t, J = 6.6 Hz, 2H) , 4.27 (q, J = 7.2 Hz, 2H) ,3.33 (t, 



o 




94 



WO 03/016254 



PCT/JP02/08120 



J = 6.6 Hz, 2H) ,1-34 (t, J = 7.2 Hz, 3H) o 



mm 2 

2- [2- &79Ws-2-'(fr) x^;i/tf*>>] -4- 
5 )]/*3-)V) gj^x^l/x^l/xX^l/ 




7>=t>£B&Tn HflS«l 1 -C8Btbfcrti£4& (1.74 g) * £tf h V x^ 
7* > (1.29ml) ©i7krh7tKD77> (2 0ml) 0°C-^ 
j/^n^H (5 3 7/il) fciP*. I^15*FWlfco M 



10 -o^^Wf 



TKM^-hU^Af^^ Wife. 

7 , ;i/=f>*H»Tx * (3 4 6mg) ®«N, N-^^^l/* 

5 h* (8ml) 0 6 CT*7jcfflft ^ b U £ A (63.1 % in oil) (19 



3mg) fciaiU M^10M#lfco *Cfc±fB-C»e>ftfcfi£fift 
15 «KD*UkN, N-^^^AT"^ K (8ml) WiTU 



20 



TLC : Rf 0.36 (n-^*tf> : ffl®x*>=2 : 1) • 




#12 (1) -2 (12) 
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XtoM2 (1) 

5 C2E) -3- (2- (2- (*DT>-2-> f;i>) -4- (-T 

o 



TLC : Rf 0.53 (^DD*;i/A : J— ;V= 9 : 1) o 

10 %fl5fll2'(2) 

(2E) -3- (2- (2- (^-7^l/>-2-> r;i/) ~4- 

o 



TLC : Rf 0.67 (^DD*M :*#;-)l=9 : 1) • 

15 

%fl&0«2 (3) 

3- (2- (2- (*-7*l/>-2— f;i>) ih^) -4- 




N 
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TLC : Rf 0.45 (n-^*#> : fl®*^- 2 : i) 0 



5 ^M#U2 (4) 

(2E) -3- (2- (2- (*-7*l/>-2-' (M sh^) -4- 




TLC : Rf 0.31 (n-^*-tf-> : Bf®x^;i/= 3 : 1) . 



10 



mM2 (5) 



(2E) -3- (2- (2- (±7^l/>-l-W;i/) xb^) "4- 
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TLC : Rf 0.62 (n-^Ptf> : |»c^;i/=3 : 1) 



mmm2 (6) 

(2E) -3- (2- (2- (i- 2-^)1) xh=^» 



-4-7 




TLC : Rf 0.46 (n-^s^> : Bfllx^-;i/a= 4 : 1) 



IM2 (7) 

(2E) -3- (2- (2- (^W-OIO^) xF^» -4- (£7 

l — f ^g^i/) 7i-;i/) - 2 -rn^^xfji/x^r^ 




TLC : Rf 0.46 (7 0D*;i/A : J— ;i/= 10: 1) 
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jj[2 (8) 

(2E) -3- (2- (2-^h=^>-2- {ir? 9 Vy- 2 — f 
5 xf-;i/x;*y;i/ 




TLC : Rf 0.46 (n-^^> : f»^;i/= 1 : D 



• ^^J2 (9) 

10 3- (2- (2- {±7*l<y-2-<< )V) xh=^» -4- (2-pWP 




TLC : R f 0.48 (n-~^=H*"> : B^x^;i/= 1 : 1 ) 



15 Hife#i]2 (10) 

3- (2 - (2- (*7*W-2— xh=^» -4- (tf»JS^ 
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o 




TLC : Rf 0.55 (n— : H®x?-;i/= 2 : 1) « 

3- (2- (4-^^;i/-2- (4-7Mu-3-y.^-)iy^~;v) ^> 



o 




TLC : R f 0.50 (n-^ptf-> : »Rx?-;i/= 2 : 1) • 
Hffiff'J2 (12) 

3 - (2 - (2 - (9, 1 KD7i"J^>-9-t>- 1 0 — T^) 

xjsdpcy) -4- (t^V-;i/- 1 7 x - ;v) ro;t>B^ 
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o 

A 




TLC : Rf 0.32 (n-^=HJ-> : WRxf;i/= 1:2) 



5 (2E) -3- (2- (2- (±7^l/>-2—l';i/) x-b^» -4 



COOH 



- (t: 




HJt6^J2T-S5B§bfc'ftl^I (2 5 3mg) Orh7b h*D77> (2ml) 

(1.5ml) M^2N7^b^-hU^A7jc« (liml) ftjo 
10 ;L £ 5 0 -frC 1 B#l»«# b fc • £Jfc$B£*l * 1 N ^^-C tpftLitte, 



- (n — Mfcn*-;^ 3 : 2-2 : 3) TfttJttbTx &T©*M£ 

tt£*«*jfflfls£4& (186mg) £f#fc 0 
15 TLC : Rf 0.28 (n-^ri*-> : |HRx*^= 1 : 1) ; 

NMR (200 MHz, CDC1 3 ) : 6 8.07 (d, J = 16.0 Hz, 1H), 7.88-7.72 (m, 4H), 7.57 
(d, J = 2.0 Hz, 1H), 7.51-7.35 (pa, 5H), 6.77 (brd, J = 7.8 Hz, 1H), 6.72 (brs, 1H), 
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6.51 (d, J = 16.0 Hz, IK), 6.29 (t, J = 2.0 Hz, 1H), 5.30 (s, 2H), 4.25 (t, J = 6.6 Hz, 
2H), 3.28 (t, J = 6.6 Hz, 2H) 0 

mmm3 a) ~mmm 3 (202) 
mmM2 (i)~2 (12) ^ttsi/fcfls^**fcttffla«<h-&«F*ffl 

fflfcflta (l) 

(2E) -3- (2- (2- (2, 5, 7, 8 -=r V 6 - 1 h*D 

2-7*D^>^ 




TLC:Rf 0.50 (^Dn*M:^^y-;i/=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 8.05 (d, J = 16 Hz, IK), 7 JO (d, J = 8.1 Hz, 1H), 
6.97-6.88 (m, 2H), 6.50 (d, J = 16 Hz, IK), 4.68 (s, 2H), 4.37-4.19 (m, 2H), 2.68 (t, J 
= 6.6 Hz, 2H), 2.37-2.07 (m, 2H), 2.16 (s, 3H), 2.12 (s, 6H), 2.00-1.81 (m, 2H), 1.37 
(s, 3H) 0 

mmm3 (2) 

(2E) -3- (2- (2- (2, 5, 7, 8-f h7^^-6-^ h^r 
i/?U^>-2 — iM xh^» -4- (4^^/— ^-l-* /M 
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COOH 



TLC : Rf 0.55 (^D^l/A : **;-)V=9 : 1) > 
NMR (300 MHz, DMSO-d 6 ) : 6 9.29 (s, 1H), 7.90-7.65 (m, 4H), 7.26 (s, IK), 
6.98 (d, J = 7.5 Hz, 1H), 6.53 (d, J = 16.2 Hz, 1H), 5.42 (s, 2H), 4.40-4.io (m, 2H), 
3.52 (s, 3H), 2.66-2.56 (m, 2H), 2.20-1.76 (m, 4H), 2.09 (s, 3 H), 2.07 (s, 3H), 2.00 
(s, 3H), 1.32 (s, 3H)o 



(2E) -3- (2- (2- (2, 5, 7, 8-?hW^D^-2 



TLC : Rf 0.52 (^DD^M : J— ^= 9 : D 5 
NMR (300 MHz, DMSO-d 6 ) : (5 9.28 (s, 1H), 7.85-7.65 (m, 4H), 7.26 (s, 1H), 
6.68 (d, J = 7.8 Hz, 1H), 6.60-6.46 (m, 2H), 5.42 (s, 2H), 4.40-4.15 (m, 2H), 2.64- 
2.54 (m, 2H), 2.24-1.76 (m, 4H), 2.12 (s, 3H), 2.11 (s, 3H), 1.98 (s, 3H), 1.33 (s, 3H)o 




COOH 
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mMM3 (4) 

(2E) -3- (2- (2- (2, 5, 7, 8-rh^f;H6-tpD 

^D7>-2-^l/) xh^J/) - 4- (£7\/-;i/- 1— f;M3S>l/) 
7xn;i/) - 2 -7"D^>i§ 



5 




TLC : Rf 0.38 (^nn*M : *9 J— )V= 19:1) ; 
NMR (300 MHz, DMSO-dJ : d 12.28 (bs, 1H), 7.82 (d, J = 1.8 Hz, 1H), 7.77 (d, 
J = 16 Hz, 1H), 7.61 (d, J = 8.0 Hz, 1H), 7.46 (d, J = 1.8 Hz, 1H), 7.41 (bs, 1H), 6.92 
(s, 1H), 6.71 (d, J = 8.0 Hz, 1H), 6.46 (d, J = 16 Hz, 1H), 6.27 (t, J = 1.8 Hz, 1H), 
10 532 (s, 2H), 4.27-4.03 (m, 2H), 2.56 (m, 2H), 2.17-1.71 (m, 4H), 2.04 (s, 3H), 2.01 
(s, 3H), 1.98 (s, 3H), 1.27 (s, 3H) 0 

^as^O 3 (5) 

(2E) -3- (2- {z-y^J^zruif^y) -4- (>f^?V-;i/ 

15 -i->r;M^;i/) 71^) 




TLC : Rf 0.60 (^DD^M : **y-;i/=9 : 1) ; 
NMR (300 MHz, DMSO-dJ : 6 9.29 (m, 1H), 7.80 (d, J = 16 Hz, 1H), 7.79 (m, 
1H), 7.71 (d, J = 7.8 Hz, 1H), 7.67 (m, 1H), 7.32-7.22 (m, 3H), 7.04-6.88 (m, 4H), 
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6.55 (d, J = 16 Hz, 1H), 5.41 (s, 2H), 4.24 (t, J = 6.2 Hz, 2H), 4.15 (t, J = 6.1 Hz, 2H), 
2.24(m,2H) 0 



mMM3 (6) 

(2E) -3- (2- (4-7^J^>yh^» -4- M ZPV—fr 



COOH 




TLC : Rf 0.56 (^DD*M : *$J— ;i>=9 : 1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 9.29 (m, 1H), 7.81 (m, 1H), 7.80 (d, J = 16 Hz, 
1H), 7.71 (d, J = 7.8 Hz, 1H), 7.67 (m, 1H), 7.32-7.21 (m, 3H), 7.04-6.86 (m, 4H), 
6.57 (d, J = 16 Hz, 1H), 5.41 (s, 2H), 4.15 (t, J = 5.7 Hz, 2H), 4.03 (t, J = 6.0 Hz, 2H), 
2.02-1.81 (m, 4H)o 



-mm3 (7) 



(2E) -3 - (2- (2 - (^D7>-2-'f^) -4- (-f 

5^-;v-i-^;m^;v) 7i-jH -2 -7*o^> 



COOH 




TLC : Rf 0.62 (#DD*;W* : *$J— ^=9 : D ; 
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NMR (300 MHz, DMSO-d,) : 6 9.26 (s, 1H), 7.81 (m, 1H), 7.79 (d, J = 16 Hz, 
1H), 7.71 (d, J = 8.1 Hz, 1H), 7.67 (m, 1H), 7.30 (s, 1H), 7.08-6.96 (m, 3H), 6.83- 
6.70 (m, 2H), 6.56 (d, J = 16 Hz, 1H), 5.42 (s, 2H), 4 35-4.17 (m, 3H), 2.90-2.66 (m, 
2H), 2.29-2.02 (m, 3H), 1.82-1.65 (m, 1H) 0 



mmm3 (8) 

(2E) -3- (2- (6-7xy^^"\3r£/;M-^>) -4- (-f ^ *V 

1-- f/Mf;v) 7i-j^) 

COOH 




TLC : Rf 0.56 (7nn*;i/A : ^^7-^=9 : 1) ; 
NMR (300 MHz, DMSO-d 6 ) : 8 9.22 (s, 1H), 7.78 (s, 1H), 7.77 (d, J = 16 Hz, 1H), 
7.69 (d, J = 8.1 Hz, 1H), 7.64 (s, 1H), 7.31-7.20 (m, 3H), 7.01-6.85 (m, 4H), 6.55 (d, 
J = 16 Hz, 1H), 5.40 (s, 2H), 4.08 (t, J = 63 Hz, 2H), 3.95 (t, J = 6.5 Hz, 2H), L89- 
1.66 (m, 4H), 1.60-1.40 (m, 4H) 0 



£fl50B3 (9) 

(2E) - 3- (2 - (2 - (^-7^1/>-2— (J)/) x-h**y) -4 - (J 

KW—fr- 1 — r;v^^;v) 7i-;v) -2-7*n^>i 

COOH 
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4 

TLC : Rf 0.36 (ZUUtiVVA : 19:1) ; 

N MR (300 MHz, DMSO-d 6 ) : 6 9.28 (m, 1H), 7.92-7.77 (m, 6H), 7.72-7.64 (m, 
2H), 7.56-7.42 (m, 3H), 7.27 (s, 1H), 6.98 (d, J = 7.8 Hz, 1H), 6.55 (d, J = 16 Hz, 
1H), 5.39 (s, 2H), 4.35 (t, J = 6.6 Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H)o 

5 

mmm3 d o) 

(2E) -3- (2- (2- (^W77>-2—f;i') xh^» -4- 




10 TLC : Rf 0.52 (^on^VA : ^=9 : 1) ; 

N M R (300 MHz, DMSO-dJ : 6 9.28 (s, 1H), 7.84-7.65 (m, 4H), 7.58-7.47 (m, 
2H), 7.31 (s, 1H), 7.27-7.15 (m, 2H), 7.00 (d, J = 8.1 Hz, 1H), 6.73 (s, 1H), 6.57 (d, J 
= 16 Hz, 1H), 5.41 (s, 2H), 4.41 (t, J = 6.3 Hz, 2H), 3.34 (t, J = 6.3 Hz, 2H)o 

15 ^flS0il3 (1 1) 

* 

(2E) -3- (2- (2- (2, 5, 7, 8-rh^f;i/-6-tKn 

^.dy>-2- OV) ^h^» -4- (2-^ws*V-;v-i 
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TLC : Rf 0.50 (^DD*;UA : ;i/=9 : 1) ; 

N M R (300 MHz, CD 3 OD) : 6 7.93 (d, J = 16 Hz, 1H), 7.61 (d, J = 8.1 Hz, 1H), 
7.45 (s, 2H), 6.93 (s, 1H), 6.81 (d, J = 8.1 Hz, 1H), 6.52 (d, J = 16 Hz, 1H), 5.32 (d, J 
= 15 Hz, 1H), 5.28 (d, J = 15 Hz, 1H), 4.41-4.21 (m, 2H), 2.65 (t, J = 7.1 Hz, 2H), 
2.61 (s, 3H), 2.29-1.80 (m, 4H), 2.11 (s, 3H), 2.08 (s, 3H), 2.05 (s, 3H), 1.35 (s, 3H)o 

mmm 3(12) 

3- (2- (2- (j-7*vy-2—i M ^b=^» -4- (t^\/-;i/ 



-1— r;M^-;u) 7 




TLC : Rf 0.33 (^-tf> : Bft^^= 1:1); 
N MR (200 MHz, CDCIj) : 6 7.84-7.68 (m, 4H), 7.54 (d, J = 1.8 Hz, 1H), 
7.48-7.35 (m, 3H), 7.33 (d, J = 2.2 Hz, 1H), 7.08 (d, J = 7.4 Hz, 1H), 6.74-6.65 (m, 
211), 6.28-6.23 (m, 1H), 5.24 (s, 2H), 4.19 (t, J = 6.4 Hz, 2H), 3.22 (t, J = 6.4 Hz, 2H), 
2.93-2.82 (m, 2H), 236-2.45 (m, 2H)o 

TLC : Rf 0.33 (n— ^#"fr> : Ifflfct^l^ 1 : D ; 

NMR (300 MHz, DMSO-d 6 ) : 6*7.94-7.82 (m, 4H), 7.77 (d, J = 2.1 Hz, 1H), 

7.56-7.40 (m, 4H), 7.07 (d, J = 7.8 Hz, 1H), 6.83 (s, 1H), 6.64 (d, J = 8.1 Hz, 1H), 
6.24 (t, J = 2.1 Hz, 1H), 5.23 (s, 2H), 4.17 (t, J = 6.6 Hz, 2H), 3.19 (t, J = 6.6 Hz, 2H), 
2.70 (t, J = 7.8 Hz, 2H), 2.18 (t, J = 7.8 Hz, 2H)o 
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mmm3 (13) 

(2E) -3- (2- a-7*]/>-2-< i ;M h*^) -4- (tr^^- 




» 



T L C : R f 0.57 : lffixf^= 1:3) ; 

NMR (500 MHz, DMSO-d 6 ) : 6 8.01-7.87 (m, 4H), 7.78 (d, J = 2.0 Hz, 1H), 7.69 

(d, J = 16 Hz, 1H), 7.63-7.48 (m, 4H), 7.43 (d, J = 2.0 Hz, 1H), 7.08 (s, 1H), 6.73 (d, 

J = 8.0 Hz, 1H), 6.47 (d, J = 16 Hz, 1H), 6.23 (t, J = 2.0 Hz, 1H), 5.30 (s, 2H), 5.29 (s, 

2H) 0 

mmm3 qjj 

(2E) -3- (2- (2- (2, 5, 7, 8 -=r Yv**-^- 6 -t h*D 
^D?>-2-^;V) xh^r>» -4- (2H-1, 2, 3 - h U 7V 
— fr-Z-J frtf-fr) 7x~;i/) -2-7"P^>^ 




TL C : Rf 0.60 (^DD^VA : £9 J—)\/= 9:1) ; 

* 

NMR (200 MHz, CD 3 OD) : 8 7.92 (d, J = 16.2 Hz, 1H), 7.71 (s, 2H), 7-52 (d, J 
= 7.6 Hz, 1H), 6.85 (s, 1H), 6.80 (d, J = 8.4 Hz, 1H), 6.47 (d, J = 16.2 Hz, 1H), 5.56 
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(s, 2H), 4.36-4.08 (m, 2H), 2.64 (t, J = 6.6 Hz, 2H), 2.20-2.00 (m, 2H), 2.12 (s, 3H), 
2.08 (s, 3H), 2.05 (s,3H), 1.96-1.80 (m, 2H), 1.33 (s, 3H) 0 

mmm3 (15) 

5 (2E) -3- (2- (2- (2, 5, 7, 8 -r h^^V- 6 - 1: h*P 
^D?>-2-f;i/)xh^»-4-(lH-l ) 2, 




TLC : Rf 0.49 (^nn^l/A : *#J-Jl=9 : 1) ; 
10 N M R (200 MHz, CD 3 OD) : <5 8.37 (d, J = 1.2Hz, 1H), 8.24 (d, J = 1.2 Hz, 1H), 
7.93 (d, J = 16.4 Hz, 1H), 7.59 (d, J = 8.2 Hz, 1H), 7.01 (brs, 1H), 6.93 (brd, J = 8.2 
Hz, 1H), 6.50 (d, J = 16.4 Hz, 1H), 5.70 (s, 2H), 4.90 (s, 2H), 4.45-4.15 (m, 2H), 
2.72-2.58 (m, 2H), 2.26-1.80 (m, 4H), 2.11 (s, 3H), 2.08 (s, 3H), 2.05 (s, 3H), 1.34 (s, 
3H) 0 

15 

I^#!I3 (16) 

(2E) -3- (2- (2- (±7*l'>-2-' (M xh^» -4-^ 
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TLC : Rf 0.37 : l®x^= 2:1) ; 

• ■ 

* * 

NMR (200 MHz, CDCI 3 ) : 6 8.12 (d, J = 16.4 Hz, 1H), 7.88-7.74 (m, 4H), 
7.52-7.10 (m, 9H), 6.79 (brd, J = 8.0 Hz, 1H), 6.72 (brs, 1H), 6.52 (d, J = 16.4 Hz, 
1H), 4.26 (t, J = 6.6 Hz, 2H), 3.95 (s, 2H), 3.29 (t, J = 6.6 Hz, 2H) 0 



mm 3 (1 7) 

(2E) -3- (2- (2- (±7*l/>-2-' f/U) -4- (?■ 



COOH 




10 T L C : Rf 0.31 (^*V> : H©x7-;i/= 2:1); 

NMR (300 MHz, CDC1 3 ) : 6 8.12 (d, J = 16.2 Hz, 1H), 7.86-7.74 (m, 4H), 
7.50-7.38 (m, 4H), 7.15 (dd, J = 5.1, 1.2 Hz, 1H), 6.92 (dd, J = 5.1, 3.6 Hz, 1H), 6.84 
(d, J = 7.5 Hz, 1H), 6.82-6.76 (m, 2H), 6.53 (d, J = 16.2 Hz, 1H), 4.29 (t, J = 6.8 Hz, 



15 



2H), 4.12 (s, 2H), 3.31 (t, J = 6.8 Hz, 2H) 0 



mmm 3 (is) 

(2E) -3 - (2 - (2- (^-7^l/>-2--r;i/) x^>» - 4- (5=- 

t7i>-3H;Mf;i/) 7i-;v) - 2 -rn^> 




COOH 
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T L C : R f 0.31 ('v*1J-> : ftii^= 2:1); 

NMR (200 MHz, CDC1 3 ) : 6 8.13 (d, J = 16.0 Hz, 1H), 7.88-7.74 (ra, 4H), 

7.52-7.36 (m, 4H), 7.25 (dd, J = 4.6, 32 Hz, 1H), 6.96-6.85 (m, 2H), 6.80 (brd, J = 

i 

8.0 Hz, 1H), 6.73 (brs, 1H), 6.53 (d, J = 16.0 Hz, 1H), 4.27 (t, J = 6.6 Hz, 2H), 3.95 

■ 

(s, 2H), 3.30 (t, J = 6.6 Hz, 2H)o 

mMM3 (19) 

4- (2- (2- {3-7#V>-2-<l )V) i^^) -4- ' (^7^ 




T L C : R f 0.35 : ffl|i^= 1:1) ; 

i 

NMR (200 MHz, CDd 3 ) : £ 7.84-7.73 (m, 3H), 7.69 (brs, 1H), 7.54 (d, J = 1.6 
Hz, 1H), 7J0-732 (m, 4H), 7.02 (d, J = 7.6 Hz, 1H), 6.74-6.64 (m, 2H), 6.25 (t, J = 
2.1 Hz, 1H), 5.24 (s, 2H), 4.18 (t, J = 6.6 Hz, 2H), 3.21 (t, J = 6.6 Hz, 2H), 2.57 (t, J 

F 

= 7.5 Hz, 2H), 2.20 (t, J = 7.4 Hz, 2H), 1.88-1.68 (m, 2H) » 

mmm3 (20) 

(2E) -3- (2- (2- (^Uy-l-'f^x^) -4- (t: 
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T L C : R f 0.26 (^*V-> : ffl5&xf-;i/= 1:1) >' 

NMR (200 MHz, CDC1 3 ) : 6 8.14-8.02 (m, 2H), 7.90-7.72 (m, 2H), 7.60-7.34 (m, 
7H), 6.76 (brd, J = 8.0 Hz, 1H), 6.70 (brs, 1H), 6.53 (d, J = 16.2 Hz, 1H), 6.27 (t, J = 
5 2.1 Hz, 1H), 5.26 (s, 2H), 4.32 (t, J = 7.0 Hz, 2H), 3.62 (t, J = 7.0 Hz, 2H) 0 

mmmz (2 1) 

(2E) -3- (2- (3- {±7 9 V>- 2 -4 ft) -4- 



10 




T L C : R f 0.26 (^^-tf-V : Kii^V= 1:1); 
NMR (200 MHz, CDC1 3 ) : <$ 8.09 (d, J = 16.2 Hz, 1H), 7.84-7.72 (m, 3H), 
7.66-7.30 (m, 7H), 6.77 (brd, J = 8.0 Hz, 1H), 6.66 (brs, 1H), 6.59 (d, J = 16.2 Hz, 
1H), 6.27 (t, J = 2.1 Hz, 1H), 5.28 (s, 2H), 4.00 (t, J = 63 Hz, 2H), 2.97 (t, J = 7.5 Hz, 
15 2H), 2.32-2.14 (m,2H) 0 

mMM3 (2 2) 

(2E) -3- (2- (2- (^-7^1/>-2-> (ft) -4-7 

113 



WOO J/0 1 6254 



PCT/JP02/08120 



COOH 




TLC : Rf 0.52 (^dri?-> : Wm^)^= 1:1) J 
NMR (300 MHz, CDC1 3 ) : 6* 8.13 (d, J = 16 Hz, 1H), 7.87-7.76 (m, 4H), 7.57- 
5 7.39 (m, 4H), 7.34-7.24 (m, 2H), 7.06-6.92 (m, 5H), 6.56 (d, J = 16 Hz, 1H), 5.05 (s, 
2H), 4.35 (t, J = 6.8 Hz, 2H), 333 (t, J = 6.8 Hz, 2H) 0 



rnmms (2 3) 

■ 

2- (2- (2- (±7*l/>-2-> r;i/) -4- (VvV-JV 



10 -l->f;M^)7x^)ft 




COOH 



TLC : Rf 0.48 (^1f> : 1:4) ; 

NMR (300 MHz, CDCI3) : 6 7.83-7.73 (m, 3H), 7.68 (s, 1H), 7.54 (d, J = 1.8 Hz, 
1H), 7.49-7.32 (m, 4H), 7.11 (d, J = 7.5 Hz, 1H), 6.74 (dd, J = 7.8, 1.5 Hz, 1H), 6.69 
15 (d, J = 1.5 Hz, 1H), 6.26 (t, J = 2.1 Hz, 1H), 5.26 (s, 2H), 4.17 (t, J = 6.6 Hz, 2H), 
3.58 (s, 2H), 3.17 (t, J = 6.6 Hz, 2H)„ 



^#13 (2 4) 

(2E)-3-(2-(2 - (^7^V>-2—f;i') ^h=^» - 4- (2 
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^ ^ XOOH 




TLC : Rf 0.36 (^ontfVl/A : J — )V= 10:1) ; 
NMR (200 MHz, CDC1 3 ) : d 8.10 (d, J = 16.0 Hz, 1H), 7.90-7.76 (m, 4H), 
5 7.52-7.36 (m, 4H), 6.86-6.76 (m, 2H), 6.54 (d, J = 16.0 Hz, 1H), 4.41 (s, 2H), 4.31 (t, 
J = 6.5 Hz, 2H), 3.32 (t, J = 6.5 Hz, 2H), 3.24 (t, J = 7.0 Hz, 2H), 2.45 (t, J = 8.0 Hz, 
2H), 2.10-1.88 (m, 2H)» 

mmm 3(25) 

10 2 - (2- (2- {±7$vy-2.-' r;W ^h*^) -4- (^y-;i/. 




TLC : Rf 0.68 (^DD^l/A : ^^;-;i/:^=2 0 : 1 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.83-7.75 (m, 3H), 7.70 (s, 1H), 7.55 (dd, J = 1.8, 0.6 
15 Hz, 1H), 7.49-7.32 (m, 4H), 6.84 (d, J = 7.8 Hz, 1H), 6.78-6.71 (m, 2H), 6.26 (t, J = 
2.1 Hz, 1H), 5.22 (s, 2H), 4.59 (s, 2H), 4.25 (t, J = 7.1 Hz, 2H), 3.25 (t, J = 7.1 Hz, 
2H), 



MMZ (2 6) 
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(2E) -3- (2- (2- (i-y#]/>-2-' x^i/) -4-^ 

^ ^ XOOH 



TL C : Rf 0.46 (^^> : If^x^;i/= 1:1); 

NMR (300 MHz, CDC1 3 ) : 6 8.06 (d, J = 16 Hz, 1H), 7.87-7.76 (m, 4H), 7.50- 

1 

7.29 (m, 9H), 6.60-6.51 (m, 2H), 6.46 (d, J = 16 Hz, 1H), 5.05 (s, 2H), 4.29 (t, J = 
6.8 Hz, 2H), 333 (t, J = 6.8 Hz, 2H) o 

mmmz (27) 

(2E) -3- (2- (2- (±7^1/>-2— ^h=^» -4-S> 

^ ^ XOOH 



TLC : Rf 0.48 (?UU*)IA : Jl=5 : 1) ; 

NMR (200 MHz, DMSO-d 6 ) : 6 7.92-7.80 (m, 5H), 7.62-7.40 (m, 4H), 7.01 (brs, 
1H), 6.88 (d, J = 7.6 Hz, 1H), 6.50 (d, J = 16.0 Hz, 1H), 4.33 (t, J = 6.4 Hz, 2H), 3.37 
(s, 2H), 3.26 (t, J = 6.4 Hz, 2H), 2.13 (s, 6H)o 

§*1»J3 (2 8) 

(2E) -3- (2- (2- {±y^V>-2--()V) ^Y**s) -4-7 
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TLC : Rf 0.40 (£DD*;W» : ^#7 — )V= 1 0 : 1) ; 
NMR (200 MHz, DMSO-d 4 ) : 6 10.26 (s, 1H), 7.98-7.70 (m, 8H), 7.65-7.30 (m, 
7H), 7.12 (t, J = 7.3 Hz, 1H), 6.67 (d, J = 16.2 Hz, 1H), 4.49 (t, J = 6.4 Hz, 2H), 3.42- 
5 3.24(m,2H)o 



10 



;^J3 (2 9) 

(2E) -3- (2- (2-7i-;Vxh^) -4- {\£?V—JU-1- 



COOH 




TLC :Rf 0.57 (^Dn^VA : J — )V= 9:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 8.03 (d, J = 16 Hz, 1H), 7.57 (d, J = 2.1 Hz, 1H), 

7.46 (d, J = 8.0 Hz, 1H), 7.40 (d, J = 2.1 Hz, 1H), 7.37-7.20 (m, 5H), 6.78 (d, J = 8.0 
Hz, 1H), 6.71 (s, 1H), 6.50 (d, J = 16 Hz, 1H), 6.30 (t, J = 2.1 Hz, 1H), 531 (s, 2H), 
15 4.18 (t, J = 6.9 Hz, 2H), 3.13 (t, J = 6.9 Hz, 2H)o 



mmm3 oo) 

(2E) -3- (2- d-ytisy-z— ov* h^soWiO -4- (£ 
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COOH 




TLC : Rf 0.38 (^DD*M : **y-;V=l 9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.12 (d, J = 16 Hz, 1H), 7.88-7.78 (m, 4H), 7.61 (d, 
J = 8.1 Hz, 1H), 7.57 (d, J = 2.2 Hz, 1H), 7.53-7.39 (m, 4H), 7.27 (m, 1H), 7.17 (d, J 
= 8.1 Hz, 1H), 6.40 (d, J = 16 Hz, 1H), 6.30 (t, J = 2.2 Hz, 1H), 5.35 (s, 2H), 4.75 (s, 
2H), 4.65 (s, 2H)o 



mM3 (3 1) 

(2E) -3- (2- ( (3E) -4-7x^-3-/?-;!/^^) - 

4- (^7\/-;i/-i-<;Mf;v) 71-M -2-t°p^> 




TLC : Rf 0.23 (^-y-> : fl®i^= 1:1); 

* 

NMR (200 MHz, CDC1 3 ) : 6 8.03 (d, J = 16.0 Hz, 1H), 7.58-7.18 (m, 8H), 
6.81-6.74 (m, 2H), 6.56 (d, J = 16.0 Hz, 2H), 6.34-6.19 (m, 2H), 5.33 (s, 2H), 4.10 (t, 
J = 6.5 Hz, 2H), 2.74 (q, J = 6.5 Hz, 2H)o 



;MM3 (3 2) 

(2E) -3- (2- (2-b h*D^S/-3-7x7^^7*D5j<^r^) -4 

- (tr^ N /— -Oi^f-M -2-7n^> 
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COOH 



TLC : Rf 0.47 (^DD*;UA : ^=9 : 1) ; 

NMR (300 MHz, DMSO-d ( ) : 6 12.28 (bs, 1H), 7.86-7.77 (m, 2H), 7.62 (d, J = 
8.0 Hz, 1H), 7.46 (dd, J = 2.0, 0.8 Hz, 1H), 7.32-7.23 (m, 2H), 7.03-6.88 (m, 4H), 
6.73 (d, J = 8.0 Hz, 1H), 6.52 (d, J = 16 Hz, 1H), 6.27 (t, J = 2 .0 Hz, 1H), 5.47 (bs, 
1H), 5.33 (s, 2H), 4.26-3.99 (m, 5H) o 



mmm3 (3 3) 

(2E) -3- (2- (2- 
10 -4- (K7V-;i/- 



( 1} 4_^.>vr>^^-b->-6— ^> 

l-^;wWl/) 7xr;b) -2-7"n^> 



COOH 




TLC : Rf 0.44 (-^PD^l/A : 10:1) ; 

NMR (300 MHz, CDCI3) : 6 8.01 (d, J = 16.0 Hz, 1H), 7.57 (d, J = 2.0 Hz, 1H), 
7.46 (d, J = 8.0 Hz, 1H), 7.40 (d, J = 2.0 Hz, 1H), 6.83-6.73 (m, 4H), 6.70 (s, 1H), 
15 6.48 (d, J = 16.0 Hz, 1H), 6.30 (t, J = 2.0 Hz, 1H), 5.30 (s, 2H), 4.23 (br, 4H), 4.13 (t, 
J = 7.0 Hz, 2H), 3.01 (t, J = 7.0 Hz, 2H)o 



ffififli13 (3 4) 



(2E) 



-3 - (2- (2- (1, 4-^>^^ d r^>- 2 ~^ ;l/ ) ih 
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TLC : Rf 0.44 (^DD^l/A : 10: 1) ; 

N M R (300 MHz, CDC1 3 ) : 6 8.02 (d, J = 16.0 Hz, 1H), 7.58 (dd, J = 2.0, 0.5 Hz, 
5 1H), 7.50 (d, J = 8.0 Hz, 1H), 7.43 (dd, J = 2.0, 0.5 Hz, 1H), 6.88-6.76 (m, 6H), 6.48 
(d, J = 16.0 Hz, 1H), 6.32 (t, J = 2.0 Hz, 1H), 5.33 (s, 2H), 4.42 (dq, J = 2.0, 7.0 Hz, 
1H), 4.32 (dd, J = 11.0, 2.0 Hz, 1H), 4.29-4.15 (m, 2H), 4.00 (dd, J = 11.0, 7.0 Hz, 
1H), 2.18 (q, J = 7.0 Hz, 2H) 0 

10 gjjj (3 5) 

(2E) -3- (2 - (2- (±7*l/>-2-^;i/) i^i/) -4—> 




TLC : Rf 0.52 (^DO^VA : p<#y-;i/= 10:1) ; 
15 NMR (300 MHz, DMSO-d 6 ) : 6 7.94-7.78 (m, 5H), 7.69 (d, J - 7.8 Hz, 1H), 
7.60-7.42 (m, 3H), 7.12 (s, 1H), 6.96 (d, J = 7.8 Hz, 1H), 6.54 (d, J = 15.9 Hz, 1H), 
4.37 (t, J = 6.6 Hz, 2H), 4.04 (s, 2H), 3.40-3.20 (m, 2H) 0 

fgflgffil3 (36) 
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(2E) -3- (2- (2- (j-7$V>-2-J)]/**ci/) x^;i/) -4 

4 




TLC : Rf 0.35 (^nn*;UA : ^^y— ;u= 19:1) ; 

NM R (300 MHz, CDC1,) : 6 8.20 (d, J = 16 Hz, 1H), 7.75-7.66 (m, 3H), 7.63- 
7.56 (ra, 2H), 7.45-7.37 (m, 2H), 735-7.27 (m, 1H), 7.20-7.04 (m, 4H), 6.41 (d, J = 
16 Hz, 1H), 6.30 (t, J = 2.1 Hz, 1H), 5.35 (s, 2H), 4.23 (t, J = 6.7 Hz, 2H), 3.28 (t, J = 
6.7 Hz, 2H) 0 



mmms (37) 

(2E) -3- (2- (2- (N-^>y-f;u-N-^^;i/T^y) ^ h^- 
s/) - 4- ))/- 1 — om^iO 7x^) - 2 -7*d^>i? 




TLC : Rf 0.30 (pnu-fc)lA : *?;—JV= 10:1) ; 
NMR (500 MHz, DMSO-d 6 at 100 degrees) : 6 7.80 (d, J = 16.0 Hz, IK), 7.73 (d, 
J = 2.0 Hz, IK), 7.57 (d, J = 8.0 Hz, 1H), 7.46 (d, J = 2.0 Hz, IK), 7.41-7.36 (m, 5H), 
6.98 (s, 1H), 6.80 (d, J = 8.0 Hz, 1H), 6.44 (d, J = 16.0 Hz, IK), 6.26 (t, J = 2.0 Hz, 
IK), 5.32 (s, 2H), 4.25 (brt, 2H), 3.78 (brt, 2H), 3.02 (s, 3H)o 
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mm 3 (3 8) 

(2E) -3- (2- (2- (^7*l/>-2— i )V) xh=^» -4-7 



COOH 




5 TLC : Rf 0.60 (7DD4^;VA : ;V= 9 : 1) ; 

N MR (300 MHz, DMSO-d 6 ) : 6 12.30 (bis, 1H), 7.92-7.75 (m, 5H), 7.60-7.42 (m, 
4H), 7.37-7.12 (ra, 5H), 7.05 (s, 1H), 6.94 (d, J = 7.8 Hz, 1H), 6.48 (d, J = 16.2 Hz, 
1H), 4.26 (t, J = 6.6 Hz, 2H), 4.23 (s, 2H), 3.24 (t, J = 6.6 Hz, 2H)o 



10 1113 (3 9) 

(2E) -3 - (2 - (2- (xW-f^T^) ^h*^) 
VT— ^- 1— Ol^Wl/) 7i-;i/) -2-7n^.>i 



-4- (t7 



COOH 




r 

\ ( 



TLC : Rf 0.31 (^nn^VA : *9J—fr= 10:1) ; 

15 N M R (300 MHz, CDC1,) : 6 7.92 (d, J = 15.5 Hz, 1H), 7.77 (d, J = 7.0 Hz, 2H), 
7.56 (s, 1H), 7.50-7.36 (br, 5H), 6.81-6.64 (m, 4H), 6.30 (br, 1H), 5.30 (br, 2H), 4.15 
(br, 2H), 3.92 (br, 2H> 
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mmm3 (40) 

(2E) -3- (2- (2-^h^>-3-7x;^rD») -4 



COOH 




5 TLC : Rf 0.42 (^nn*M — ^=9 : 1) ; 

N M R (300 MHz, DMSO-d 4 ) : 6 12.29 (brs, 1H), 7.83 (d, J = 2.1 Hz, 1H), 7.79 (d, 
J = 16.2 Hz, 1H), 7.62 (d, J = 7.8 Hz, 1H), 7.50-7.44 (m, 1H), 7.34-7.23 (m, 2H), 
7.06-6.88 (m, 4H), 6.74 (d, J = 8.1 Hz, 1H), 6.53 (d, J = 16.2 Hz, 1H), 6.28 (t, J = 2.1 
Hz, 1H), 5.33 (s, 2H), 4.30-4.08(m, 4H), 4.00-3.88 (m, 1H), 3.44 (s, 3H) o 



10 



i 




M3 (4 1) 

(2E) - 3- (2 - (2-* h*S/-2- (^-7^1/>-2-^;V) ^ h 

_ 4 _. f^M^) 7x-;i/) -2-7-n^> 

COOH 




15 TLC : Rf 0.59 (^□□^M : S—ft'— 9:1) 5 

N M R (300 MHz, CDC1,) : 6 8.03 (d, J = 16 Hz, 1H), 7.92-7.81 (m, 4H), 7.57- 
7.42 (m, 5H), 7.37 (d, J = 2.1 Hz, 1H), 6.78 (dd, J = 8.0, 1.2 Hz, 1H), 6.70 (d, J = 1.2 
Hz, 1H), 6.60 (d, J = 16 Hz, 1H), 6.28 (t, J = 2.1 Hz, 1H), 5.28 (s, 2H), 4.78 (dd, J = 
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7.2, 4.5 Hz, 1H), 4.27 (dd, J = 9.9, 7.2 Hz, 1H), 4.12 (dd, J = 9.9, 4.5 Hz, 1H), 3.41 (s, 
3H) 0 . 



^#(13 (4 2) 

5 (2E) -3 - (2 - 1 -'fW^) 



COOH 



-3- (2- (^7 
- 2 -7*n^> 




T L C : R f 0.59 (7 DP*M : ^ £ J —)^- 9:1) 5 
N M R (300 MHz, CDC1 3 ) : 6 7.85-7.72 (m, 4H), 7.60 (d, J = 16 Hz, 1H), 7.52- 
10 7.38 (m, 5H), 7.12 (d, J = 2.0 Hz, 1H), 6.45 (d, J = 16 Hz, 1H), 6.17 (t, J = 2.0 Hz, 
1H), 5.16 (s, 2H), 4.21 (t, J = 6.8 Hz, 2H), 3.27 (t, J = 6.8 Hz, 2H)o 



t^J3 (4 3) 

(2E) -3- (3- (2- (j-7*V>-2-<f fr) ^h3^» -4- (^ 

15 {Mm) Wi>-2-'f;v) -2-7'D^y 



COOH 




20 



TL C : R f 0.59 (^DD^VA : J—)\/— 9:1) J 
NMR (300 MHz, CDC1 3 ) : 6 7.87 (d, J = 16 Hz, 1H), 7.84-7.76 (m, 3H), 7.72 (s, 
1H), 7.53-7.36 (m, 4H), 7.11 (d, J = 2.0 Hz, 1H), 7.08 (s, 1H), 6.17 (t, J = 2.0 Hz, 
1H), 6.12 (d, J = 16 Hz, 1H), 4.97 (s, 2H), 4.26 (t, J = 6.8 Hz, 2H), 3.24 (t, J = 6.8 Hz, 
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2H)o 

mmm3 (4 4) 

(2E) -3- (2- (2- (2-7*l/>-2-' f;i>) xh^>) -4- (N 

5 -^^-n-7xz;v7^^^) 7x-;v) -2-7-n^y^ 




TLC : Rf 0.51 (^DP^VA : ^^^-;V=1 9:1); 
N M R (300 MHz, DMSO-d 4 ) : 6 7.89-7.81 (m, 4H), 7.75 (d, J = 16 Hz, 1H), 
7.56-7.18 (m, 9H), 6.96 (s, 1H), 6.85 (d, J = 8.1 Hz, 1H), 6.45 (d, J = 16 Hz, 1H), 
10 4.85 (s, 2H), 4.26 (t, J = 6.3 Hz, 2H), 3.21 (t, J = 6.3 Hz, 2H), 3.08 (s, 3H)» 

gflifcfl»]3 (45) 

( 2E) -3- (2- (2- (j'yp 1/1/—2 - 4- (N 




TLC : Rf 0.67 (£DD*;i/A : ^^^-^=9 : D J 
N MR (300 MHz, CDC1 3 ) : 6 8.09 (d, J = 16 Hz, 1H), 7.88-7.75 (m, 4H), 7.50- 
7.27 (m, 7H), 7.02-6.94 (m, 2H), 6.82 (s, 1H), 6.73 (d, J = 7-8 Hz, 1H), 6.53 (d, J = 
16 Hz, 1H), 4.85 (s, 2H), 4.25 (t, J = 6.6 Hz, 2H), 3.29 (t, J = 6.6 Hz, 2H), 1.88 (s, 
20 3H) 0 
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mm3 (4 6) 

(2E)-3-(2-(2 - 0-7*U>-2-<OV) xh^» - 4- (N 



COOH 




TLC : Rf 0.58 (^DD^A : *#;-;]/=9 : 1) ; 

NMR (300 MHz, CDClj) : <5 8.11 (d, J = 16 Hz, 1H), 7.89-7.75 (m, 4H), 7.55- 

730 (m, 9H), 7.02-6.61 (m, 2H), 6.55 (d, J = 16 Hz, 1H), 4.80-4.22 (m, 4H), 3.34 (t, 
J = 6.6 Hz, 2H), 3.12-2.78 (m, 3H) 0 



#113 (4 7) 



(2E) -3- (2- (2- (±7*ls>-2-<i;b) 7*d#^) -4- 



COOH 




TLC : R f 0.64 (^DD^I/A : J —)V= 9:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.02 (d, J = 16 Hz, 1H), 7.88-7.74 (m, 4H), 7.57 (d, 
J = 1.8 Hz, 1H), 7.50-7.36 (m, 5H), 6.76 (d, J = 8.1 Hz, 1H), 6.72 (s, 1H), 6.49 (d, J = 
16 Hz, 1H), 6.29 (t, J = 2.3 Hz, 1H), 5.29 (s, 2H), 4.20-4.06 (m, 2H), 3.47 (m, 1H), 
1.54 (d, J = 6.9 Hz, 3H) 0 
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'MM 3 (4 8) 

3- (2- ( (±7$U>-2-' h*^) -4 



COOH 




TLC : Rf 0.57 (^OD*;i/A :^*/-;U=l 0:1) ; 
N MR (300 MHz, DMSO-d s ) : 6 12.08 (brs, 1H), 8.76 (s, 1H), 8.20-7.95 (m, 4H), 
7.75-7.60 (m, 3H), 736 (d, J = 0.9 Hz, 1H), 7.14 (d, J = 7.8 Hz, 1H), 6.91 (s, 1H), 
6.67 (d, J = 7.8 Hz, 1H), 6.18 (t, J = 2.0 Hz, 1H), 5.72 (s, 2H), 5.23 (s, 2H), 2.86 (t, J 
10 = 7.7 Hz, 2H), 2.57 (t, J = 7.7 Hz, 2H)o 



15 



IMM3 (4 9) 

3 - (2- (2- (^-7^i/>-2-^;W ^h^» -4- (£n-;i/ 



1— f;M^) 7^-;i>) 7*nm> 



COOH 





TLC : Rf 0.42 (^Dn^;VA : **;~-)V= 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.84-7.76 (m, 3H), 7.72 (s, 1H), 7.47-7.37 (m, 3H), 
7.07 (d, J = 7.5 Hz, 1H), 6.66 (t, J = 2.1 Hz, 2H), 6.63 (d, J = 7.5 Hz, 1H), 6.55 (d, J 
= 1.5 Hz, 1H), 6.18 (t, J = 2.1 Hz, 2H), 4.98 (s, 2H), 4.19 (t, J = 6.6 Hz, 2H), 3.23 (t, 



127 



WO 03/016254 



PCT/JP02/08120 



J = 6.6 Hz, 2H), 2.87 (t, J = 7.8 Hz, 2H), 2.50 (t, J = 7.8 Hz, 2H)o 
*MM3 (5 0) 

3- (2- (2- (J-79V>-2-'()V) xb*SO -4- {4-**» 

• * 

\ ^ XOOH 



TLC : Rf 0.51 (£ n n*;i>A : ^ * J — 10:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.83-7.75 (m, 3H), 7.72 (s, 1H), 7.46-7.37 (m, 3H), 

7.32 (s, 1H), 7.12-7.06 (m, 2H), 6.72-6.68 (m, 2H), 5.15 (s, 2H), 4.21 (t, J = 6.6 Hz, 

2H), 3.23 (t, J = 6.6 Hz, 2H), 2.87 (t, J = 7.8 Hz, 2H), 2.50 (t, J = 7.8 Hz, 2H), 2.03 (s, 

3H)o 

mm 3(5i) 

3- (2- (2- (t7^l/>-2W;V)-ih^) -4- (3, 5-5> 

/ ^ ^ .COOH 



TLC : Rf 0.51 (^DD*;VA : ;V= 1 0 : 1) ; 

NMR (300 MHz, CDClj) : 6 7.83-7.75 (m, 3H), 7.71 (s, 1H), 7.46-7.37 (m, 3H), 
7.04 (d, J = 7.8 Hz, 1H), 6.59 (s, 1H), 6.55 (d, J = 7.8 Hz, 1H), 5.82 (s, 1H), 5.13 (s, 
2H), 4.19 (t, J = 6.6 Hz, 2H), 3.21 (t, J = 6.6 Hz, 2H), 2.85 (t, J = 7.8 Hz, 2H), 2.49 (t, 
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J = 7.8 Hz, 2H), 2.23 (s, 3H), 2.12 (s, 3H) 0 

mmm3 (5 2) 

3- (2- (2- fr7*U>-2-<<M Ih^) -4-7x-W 




TLC : Rf 0.46 (7-fe h> : Wl/x> = 1:1); 
NMR (300 MHz, CDC1,) : 6 7.85-7.77 (m, 3H), 7.72 (s, 1H), 7.66-7.37 (m, 8H), 
6^99 (d, J = 7.2 Hz, 1H), 6.58 (d, J = 1.8 Hz, 1H), 6.41 (dd, J = 7.2, 1.8 Hz, 1H), 4.23 
(s, 2H), 4.12 (t, J = 6.6 Hz, 2H), 3.22 (t, J = 6.6 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 
2.49 (t, J = 7.8 Hz, 2H)o 

mmM3 (5 3) 

3- (2- (2- (1, l ) -t7i-;V-4-^;i') xh^» -4- (tf 

^y-;i,-l— T;M?-;i/) 7x-;i/) yu^>m 




TLC : Rf 0.067 (^DD^l/A) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.60-7.50 (m, 5H), 7.45-738 (m, 2H), 7.36-7.30 (m, 
4H), 7.09 (d, J = 7.2 Hz, 1H), 6.70 (d, J = 7.2 Hz, 1H), 6.68 (s, 1H), 6.26 (t, J = 2.1 
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Hz, 1H), 5.25 (s, 2H), 4.15 (t, J = 6.6 Hz, 2H), 3.10 (t, J = 6.6 Hz, 2H), 2.88 (t, J = 
8.1 Hz, 2H), 2.53 (t, J = 8.1 Hz, 2H) 0 



mmm3 (5 4) 

3 _ (2- (2- (^-7^l/>-2— :nb^» - 4 -^WW ;t/7 




.COOH 



H 




TLC : Rf 0.57 (^DD^M : *&J — )\/- 10:1) ; 
NME (300 MHz, CDd 3 ) : 6 12.0 (s, 1H), 10.1(s, 1H), 7.95-7.81 (m, 6H), 
7.59-7.41 (m 7H), 7.26 (dd, J = 8.1, 1.8 Hz, 1H), 7.05 (d, J = 8.1 Hz, 1H), 4.23 (t, J = 
6.3 Hz, 2H), 3.24 (t, J = 63 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.34 (t, J = 7.5 Hz, 2H)» 




Ef5ff!l3 (5 5) 

3- (2- (2- (^-7^l/>-2— r;i/) x 



h>r^) -4- (N-^>\/ 



COOH 




TLC : Rf 0.56 (^DD*;UA : p<^y-^= 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.86-7.75 (m, 3H), 7.65 (s, 1H), 7.50-7.40 (m, 2H), 
7.37-7.12 (m, 6H), 6.97 (d, J = 7.8 Hz, 1H), 6.58 (dd, J = 7.8, 1.8 Hz, 1H), 6.43 (d, J 
= 1.8 Hz, 1H), 4.01 (t, J = 6.6 Hz, 2H), 3.45 (s, 3H), 3.11 (t, J = 6.6 Hz, 2H), 2.79 (t, 
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J = 8.1 Hz, 2H), 2.44 (t, J = 8.1 Hz, 2H) 0 

■rn&mz (5 6) 

3- (2- (2- (j-7*l<>-2-' Ol) x^^) -4- (N-^>;b 
-N-*^)IT$ y) 7x-jl/) rrD^V^ 




TLC : Rf 0.56 (^nn^l/A : ;u= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.85-7.76 (m, 3H), 7.75(s, 1H), 7.48-7.39 (m, 3H), 
7.12 (d, J = 8.1 Hz, 1H), 6.91 (d, J = 2.1 Hz, 1H), 6.79 (dd, J = 8.1, 2.1 Hz, 1H), 4.28 
(t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 3.26 (s, 3H), 2.89 (t, J = 8.1 Hz, 2H), 
2.89 (s, 3H), 2.52 (t, J = 8.1 Hz, 2H) 0 

mmm3 (57) 

3- (2- (2- (jr??l>>-2-'( )V) x }**$✓) -4-*i/Jl75>; 
7i-Jb) 7*071 




TLC : Rf 0.49 (^nn*;UA : p<*y-;i/= 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 12.1 (s, 1H), 9.55(s, 1H), 7-92-7.80 (m, 4H), 
7.53-7.42 (m 3H), 7.04 (d, J = 8.1 Hz, 1H), 6.81 (d, J = 2.4 Hz, 1H), 6.67 (dd, J = 8.1, 
2.4 Hz 1H), 4.20 (t, J = 6.3 Hz, 2H), 3.21 (t, J = 6.3 Hz, 2H), 2.92 (s, 3H), 2.68 (t, J 
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= 7.8 Hz, 2H), 2.35 (t, J = 7.8 Hz, 2H) 0 
mMM3 (5 8) 

3- (2- (2- (1, l'-K7i^-2-' r;W) xb^» -4- 

^ XOOH 




TLC : Rf 0.16 (^f>:Sixf;V=2 : 1) ; 

NMR (300 MHz, CDC1 3 ) : £ 7.53 (d, J = 3.0 Hz, 1H), 7.45-7.21 (m, 10H), 7.07 
(d, J = 7.8 Hz, 1H), 6.67 (dd, J = 7.5, 1.2 Hz, 1H), 6.51 (s, 1H), 6.26 (t, J = 2.1 Hz, 
10 1H), 5.21 (s, 2H), 3.94 (t, J » 7.2 Hz, 2H), 3.08 (t, J = 7.2 Hz, 2H), 2.82 (t, J = 7.5 Hz, 
2H), 2.47 (t, J = 7.5 Hz, 2H) 0 

mmm3 (5 9) 

3 - (2- (2- (±7^l/>-2— ^h^) -4- (^>V^ 

15 *V-;i/-l — r;M?-;i>) y^—)V) 7D;i>i 




TLC : Rf 0.51 (£nn*;i/A : 191—)^= 10:1) ; 
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N M R (300 MHz, DMSO-d s ) : 6 8.72 (s, 1H), 7.89-7.82 (m, 3H), 7.80 (s, 1H), 
7.71-7.61 (m, 2H), 7.52-7.42 (m, 3H), 7.30-7.23 (ra, 2H), 7.07 (s, 1H), 7.06 (d, J = 
7.5 Hz, 1H), 6.78 (d, J = 7.8 Hz, 1H), 5.46 (s, 2H), 4.22 (t, J = 6.6 Hz, 2H), 3.18 (t, J 
= 6.6 Hz, 2H), 2.69 (t, J = 8.1 Hz, 2H), 234 (t, J = 8.1 Hz, 2H)o 



mffiM3 (6 0) 

3- (2- (2- (i-7^]y>-2-^)V) x-bJ-i') -4- (3-^^;v 



COOH 




TLC : Rf 0.53 (£nn*;W> : J — ;v= 10:1) ; 

N M R (300 MHz, CDC1,) : 6 7.84-7.76 (m, 3H), 7.75 (s, 1H), 7.49-7.38 (m, 3H), 
7.06 (d, J = 6.9 Hz, 1H), 6.78-6.70 (ra, 2H), 4.29 (s, 2H), 4,26 (t, J = 6.3 Hz, 2H), 
3.36-3.22 (m, 2H), 3.26 (t, J = 6.3 Hz, 2H), 3.19-3.09 (ra, 2H), 2.88 (t, J = 7.8 Hz, 

■ 

2H), 2.82 (s, 3H), 2.52 (t, J = 7.8 Hz, 2H)o 



mm3 (6i) 

3 - (2- (2- (J"7*]/>-2-' -4- (2-3MFV 



COOH 
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TLC : Rf 0.53 (£dd*;1/A : 10:1) ; 

NMR (300 MHz, CDCIj) : 6 7.84-7.73 (m, 3H), 7.72 (s, 1H), 7.47-7.35 (m, 3H), 
7.29 (m, 1H), 7.21 (dd, J = 6.9, 2.1 Hz, 1H), 7.08 (d, J = 7.8 Hz, 1H), 6.81 (s, 1H), 
6.75 (d, J = 72 Hz, 1H), 6.63 (d, J = 9.0 Hz, 1H), 6.12 (dd, J = 6.6, 1.2 Hz, 1H), 5.06 
5 (s, 2H), 4.23 (t, J = 6.6 Hz, 2H), 3.23 (t, J = 6.6 Hz, 2H), 2.87 (t, 1 = 7.8 Hz, 2H), 
2.50 (t, J = 7.8 Hz, 2H)o 

mmm3 (6 2) 

3- (2- (2- (1, 1 J -tf7x^;b-3 — f;W x h -4- 

10 7^-1-^^^) 7x-;i/) 7*d;i>^ 




TLC : Rf 0.39 (^nn*;w> : ;v= 10:1); 

NMR (300 MHz, CDC1,) : 6 7.59-7.24 (m, 11H), 7.09 (d, J = 72 Hz, 1H), 6.72 
(d, J = 7.5 Hz, 1H), 6.67 (s, 1H), 6.25 (t, J = 2.1 Hz, 1H), 5.24 (s, 2H), 4.15 (t, J = 6.6 
15 Hz, 2H), 3.14 (t, J = 6.6 Hz, 2H), 2.87 (t, J = 7.5 Hz, 2H), 2.50 (t, J = 7.5 Hz, 2H)» 

mMMZ (6 3) 

3- (2- (2- (±7t>\sy-2-<< *-h**s) -4-7i-W 
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TLC : Rf 0.69 (^PD*M : *9 10:1) ; 

N M R (300 MHz, CDCI3) : 6 7.84-7.68 (m, 6H), 7.53-736 (m, 6H), 6.93 (d, J = 
8.1 Hz, 1H), 6.68 (d, J = 1.8 Hz, 1H), 6.58 (s, 1H), 638 (dd, J = 8.1, 1.8Hz, 1H), 
4.16 (t, J = 6.6 Hz, 2H), 3.22 (t, J = 6.6 Hz, 2H), 2.80 (t, J = 7.5 Hz, 2H), 2.46 (t, J = 
5 7.5 Hz, 2H) 0 



10 



■mms (6 4) 

- (2- (2- {±7$ l>>-2— 4 fid 



COOH 




TLC : Rf 0.41 (^DD*W : *9J—ft= 1 0 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.84-7.72 (m, 4H), 7.48-738 (m, 4H), 7.10 (d, J = 
1.8 Hz, 1H), 7.03 (d, J = 8.1 Hz, lH), 6.69 (dd, J = 8.1, 1.8Hz, 1H), 4.29 (t, J = 6.6 
Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H), 2.84 (t, J = 7.5 Hz, 2H), 2.48 (t, J = 7.5 Hz, 2H), 
15 2.15(s,3H) 0 



^6^13 (6 5) 

3- (2- (2- (^-7^U>-2— <;U) ^b^) 

COOH 



-4- (2-/5=-;^ 



20 
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t 

T L C : R f 0.56 (^DD fcjlA : t& J —)V= 9:1) ; 

N MR (300 MHz, DMSO-d 6 ) : 6 7.98 (dd, J = 4.8, 1.2 Hz, 1H), 7.89-7.80 (m, 4H), 
7.53-7.41 (m, 3H), 7.35 (dd, J = 8.3, 1.1 Hz, 1H), 7.18-7.05 (m, 3H), 6.92 (dd, J = 
7.7, 1.4 Hz, 1H), 5.07 (s, 2H), 4.28 (t, J = 6.4 Hz, 2H), 3.21 (t, J = 6.4 Hz, 2H), 2.73 
5 (t, J = 7.8 Hz, 2H), 2.38 (t, J = 7.8 Hz, 2H), 2.37 (s, 3H)o 

mmm3 (6 6) 

3- (2- (4-^;i/-2- (tyflsy- f^) ^>f-^^» 
-4- (tf7\/-;u-l— f/MfW) 7x=;i/) 7*n;i>^ 




TLC:Rf O59(i'DD*M:^^V-;i/=10 :.l) J 
NMR (300 MHz, DMSO-d s ) : 6 8.23 (d, J = 8.4Hz, 1H), 7.91 (m, 1H), 7.84-7.68 
(m, 2H), 7.62-7.34 (m, 5H), 6.98 (d, J = 7.2 Hz, 1H), 6.81 (s, 1H), 6.60 (d, J = 7.2 Hz, 
1H), 6.20 (t, J = 2.1 Hz, 1H), 5.18 (s, 2H), 4.18-3.99 (m, 3H), 2.54 (t, J = 7.5 Hz, 2H), 
15 2.16 (t, J = 7.5 Hz, 2H), 1.99-1.78 (m, 2H), 1.44 (m, 1H), 0.87 (d, J = 6.6 Hz, 
3H), .082 (d, J = 6.6 Hz, 3H)o 

mMM3 (6 7) 

3 - (2- (2- (^yv r 5 L ^-7i>-3—f;v) ^h*^) -4- (^^ 
20 1 -f;Mf^) 7^-;i/) rn/^m 
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COOH 




TLC : Rf 0.49 (* O D*;VA : * * S ^= 1 0 : X) ; 
NMR (300 MHz, DMSO-dJ : (5 7.97 (dd, J - 6.6, 1.2 Hz, IH), 7.90 (dd, J = 6.6, 
1.5 Hz, IH), 7.76 (d, J = 15 Hz, IH), 7.54 (s, IH), 7.45-733 (m, 3H), 7.04 (d, J - 
7.8 Hz, IH), 6.88 (s, IH), 6.64 (d, J = 7.8 Hz, IH), 6.23 (t, J = 2.1 Hz, IH), 5.23 (s, 
2H), 4.22 (t, J = 6.6 Hz, 2H), 3.31 (t, J = 6.6 Hz, 2H), 2.68 (t, J = 7.5 Hz, 2H), 2.33 (t, 
J = 7.5 Hz,2H)o 



20 




(68) 



10 3- (2- (2- &7*V>-2-J)V) *h^» -4- (KU 

COOH 




TLC : Rf 0.50 (^PO*;VA : ^^^-^-9 : 1) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 8.32 (d, J = 2.7 Hz, IH), 8.14 (dd, J = 4.7, 1.4 Hz, 
15 IH), 7.89-7.80 (m, 4H), 7.54-7.38 (m, 4H), 7.30 (m, IH), 7.11 (d, J = 7.8 Hz, IH), 
7.06 (d, J = 1.5 Hz, IH), 6.92 (dd, J = 7.8, 1.5 Hz, IH), 5.09 (s, 2H), 4.27 (t, J = 6.4 
Hz, 2H), 3.21 (t, J = 6.4 Hz, 2H), 2.73 (t, J = 7.6 Hz, 2H), 2.38 (t, J = 7.6 Hz, 2H)o 



mmma (6 9) 

3 - (2- (2- w>*-*-i-f*> -4- c»*-* 
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T L C : R f 0.48 (^*V-> : tKfc^;i/= 1:2) ; 
N M R (300 MHz, CDC1 3 ) : 6 7.61 (d, J = 8.1 Hz, 1H), 7.53 (dd, J = 2.1, 0.6 Hz, 
5 1H), 7.37 (dd, J = 8.1, 0.8 Hz, 1H), 7.31 (dd, J = 2.1, 0.6 Hz, 1H), 7.25-7.17 (ra, 2H), 
7.13-7.05 (m, 2H), 6.71 (dd, J = 7.7, 1.7 Hz, 1H), 6.56 (d, J = 1.2 Hz, 1H), 6.50 (dd, J 
= 3.3, 0.9 Hz, 1H), 6.25 (t, J = 2.1 Hz, 1H), 5.20 (s, 2H), 4.51 (t, J = 5.3 Hz, 2H), 
4.20 (t, J = 5.3 Hz, 2H), 2.82 (t, J = 7.7 Hz, 2H), 2.44 (t, J « 7.7 Hz, 2H) 0 

10 *mm3 (7 0) 

3- (2- (2 - (i-^f=-;w >K-;i/-2— r;v) xh^» -4 - (tr 

7VT-;V- 1 ;M?\>W) 7i-;V) 7*D^>^ 




TLC : Rf 0.42 (^nn*W : ;V=1 0:1); 

15 N M R (300 MHz, CDC1 3 ) : 6 7.60 (d, J = 7.8 Hz, 1H), 7.53 (d, J = 1.8 Hz, 1H), 
733 (d, J = 1.8 Hz, 1H), 7.32-7.05 (m, 4H), 6.95 (s, 1H), 6.73-6.65 (m, 2H), 625 (t, 
J = 1.8 Hz, 1H), 5.23 (s, 2H), 4.16 (t, J = 6.6 Hz, 2H), 3.72 (s, 3H), 3.22 (t, J = 6.6 Hz, 
2H), 2.90 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H> 
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10 




15 



3 



M3 (7 1) 

(2- (2- KWWx>-2-'f;V) xh^if) 

.,1,-1 -4 7x=jv) ro;r^j 

COOH 



-4- (K7 




TLC : Rf 0.47 (^nn$M :^^^- ;v=1 ° : 1} ; 

N M R (300 MHz, DMSO-d 4 ) : 6 7.86 (m, 1H), 7.78 (d, J = 1.8 Hz, 1H), 7.73 (m, 
1H), 7.43 (d, J = 1-8 Hz, 1H), 7.35-7.23 (m, 3H), 7.07 (d, J = 7.5 Hz, 1H), 6.88 (s, 
IK)! 6.66 (d, J = IS Hz, 1H), 6.24 (t, J = 1.8 Hz, 1H), 5.25 (s, 2H), 4.20 (t, J = 6.0 
Hz, 2H), 3.36 (t, J = 6.0 Hz, 2H), 2.76 (t, J = 7.8 Hz, 2H), 2.39 (t, J = 7.8 Hz, 2H)o 



3 



(2- (2- (^;7?>-2-^) aib**) -4" 



COOH 




TLC : Rf 0.45 (^OD*M : **J-)\>= 1 0 : 5 
NMR (300 MHz, DMSO-d 6 ) : 6 7.78 (d, J = 1.8 Hz, 1H), 7.55-7.46 (m, 2H), 7.43 
(d, J = 1.8 Hz, 1H), 7.26-7.14 (m, 2H), 7.05 (d, J = 7.8 Hz, 1H), 6.91 (s, 1H), 6.70- 
6.62 (m, 2H), 6.24 (t, J = 1.8 Hz, 1H), 5.25 (s, 2H), 4.26 (t, J = 6.3 Hz, 2H), 3.25 (t, J 
= 6.3 Hz, 2H), 2.68 (t, J = 7.8 Hz, 2H), 2.35 (t, J = 7.8 Hz, 2H)» 
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mm 3 (7 3) 

3- (2- (2 - (7*7* V>- 2 — i ;V) xhdf>» 



-4- (2-^^;v 



COOH 




TLC : Rf 0.39 (^on^;i/A : *9 J— fr=9 : D * 
NMR (300 MHz, CDClj) : 8.24 (d, J = 3.0 Hz, 1H), 7.85-7.72 (m, 4H), 
7.50-738 (m, 3H), 7.20-7.12 (m, 2H), 7.04 (d, J = 8.4 Hz, 1H), 6.95-6.85 (m, 2H), 
4.99 (s, 2H), 4.29 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 2.91 (t, J = 8.1 Hz, 2H), 
10 2.54 (t, J = 8.1 Hz, 2H), 2.48 (s, 3H)o 



^J3 (7 4) 

3- (2- (2- (*7*l/>-2 — ^h^^) -4- (KUS»- 
2— <f;i/tf-*S<0 7xrjl/) 



COOH 




15 

TLC : Rf 0.41 : g^x?--;i/= 1 : D J 

NMR (300 MHz, CDClj) : (5 8.20 (m, 1H), 7.84-7.61 (m, 5H), 7.48-7.37 (m, 3H), 
7.13 (d, J = 8.1 Hz, 1H), 6.97 (m, 1H), 6.86 (dt, J = 8.4, 1.1 Hz, 1H), 6.68-6.59 (m, 
2H), 4.22 (t, J = 6.7 Hz, 2H), 3.26 (t, J = 6.7 Hz, 2H), 2.90 (t, J = 7.9 Hz, 2H), 2.55 (t, 
20 J = 7.9 Hz, 2H) 0 
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mmm3 (75) 

3- (2- (2- (±7*l/>-l->f;V) x^^» -4 - (K^-A 



TLC : Rf 0.30 (^dd^;VA : ^^y-;U= 1 0 : 1) ; 
NMR (300 MHz, CDC1,) : <? 8.07 (d, J = 8.1 Hz, 1H), 7.87 (d, J = 7.5 Hz, 1H), 
7.76 (dd, J = 63, 3.3 Hz, 1H), 7.57-7.42 (m, 5H), 733 (d, J = 2.4 Hz, 1H), 7.08 (d, J 
= 7.5 Hz, 1H), 6.69 (d, J = 7.5 Hz, 1H), 6.66 (s, 1H), 6.24 (t, J = 2.4 Hz, 1H), 5.21 (s, 
2H), 4.27 (t, J = 6.6 Hz, 2H), 3.56 (t, J = 6.6 Hz, 2H), 2.85 (t, J = 7.2 Hz, 2H), 2.49 (t, 
J = 7.2 Hz, 2H) 0 

♦ 

mMM3 (7 6) 

3- (2- (2- (^DY>-2--f;i/) ^h^^» -4- (£^A-;i/- 



NMR (300 MHz, CDClj) : 6 7.55 (d, J = 1.2 Hz, 1H), 7.39 (d, J = 1.8 Hz, 1H), 





TLC : Rf 0.31 (^dd^M : J— J]/= 10:1) ; 
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7.13 (d, J = 8.4 Hz, IK), 7.09-7.02 (m, 2H), 6.87-6.70 (m, 4H), 6.28 (t, J = 1.8 Hz, 
IK), 5.28 (s, 2H), 4.35-4.09 (m, 3H), 2.92 (t, J = 7.2 Hz, 2H), 2.90-2.70 (m, 2H), 
2.61 (t, J = 7.2 Hz, 2H), 2.20-2.00 (m, 3H), 1.88-1.75 (m, 1H) 0 

g£fiSff]3 (7 7) 

3- (2- (2- (±7*]x>-2— OlO -4-7i;^7 




T L C : R f 0.60 (^f-> : ffiMx.?)l= 1:1); 

NMR (300 MHz, CDQ 3 ) : 6 7.84-7.70 (ra, 4H), 7.50-7.25 (m, 5H), 7.14-6.94 (m, 
4H), 6.56 (d, J = 2.4 Hz, IK), 6.47(dd, J = 8.1, 2.4 Hz, IK), 4.19 (t, J = 6.5 Hz, 2H), 
3.25 (t, J = 6.5 Hz, 2H), 2.88 (t, J = 7.8 Hz, 2H), 2.53 (t, J = 7.8 Hz, 2H)o 

* 

mmm3 (7 8) 

3- (2- (2- ( i-^^;w> K-;i/-3-^;i/) ^ h3r^) -4- (tf 




TLC : Rf 0.38 (^DD» : *9 J— ;V= 1 5 : 1) ; 

NMR (300 MHz, CDClj) : <? 7.61 (ro, 1H), 7.53 (d, J = 1.8 Hz, 1H), 7.34 (d, J = 
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1.8 Hz, 1H), 7.33-7.19 (in, 3H), 7.16-7.08 (m, 2H), 6.96 (s, 1H), 6.74-6.66 (m, 2H), 
6.25 (t, J = 1.8 Hz, 1H), 5.23 (s, 2H), 4.17 (t, J = 6.6 Hz, 2H), 3.75 (s, 3H), 3.22 (t, J 
= 6.6 Hz, 2H), 2.91 (t, J = 8.1 Hz, 2H), 2.56 (t, J = 8.1 Hz, 2H) 0 

jgffiff!l3 (7 9) 

3- (2- (2- (±7* U>- 2 xF^) -4- (4-*^;V 




T L C : R f 0.45 P O tfUWA : J —)]/— 7:1) ; 

NMR (300 MHz, CDCU : 5 7.84-7.58 (m, 5H), 7.47-736 (m, 3H), 7.14-7.07 (m, 

» 

1H), 6.88-6.44 (m, 3H), 4.93 and 4.91 (s, 2H), 4.22-4.08 (m, 2H), 3.27-3.17 (m, 2H), 
2.95-2.85 (m, 2H), 2.60-2.49 (m, 2H), 2.20 and 2.08 (s, 3H)o 

M (8 0) 

3 - (2 - (4-^^-2- (j-7#U>-2-'()l) ^y^M^y) 

-4- (t^v*-;k-i-^;M^;u) 7^-;v) 7ua>m 




TLC : Rf 0.47 (^no^M : )]/=■ 10:1) > 
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NMR (300 MHz, CDC1 3 ) : $ 7.83-7.76 (ra, 3H), 7.70 (s, 1H), 7.53 (d, J = 1.8 Hz, 
1H), 7.47-7.37 (m, 3H), 734 (d, J = 1.8 Hz, 1H), 7.05 (d, J = 7.5 Hz, 1H), 6.71-6.64 
(m, 2H), 6.26 (t, J = 1.8 Hz, 1H), 5.23 (s, 2H), 4.14-3.99 (m, 2H), 3.33 (m, 1H), 2.89- 
2.66 (ra, 2H), 2.35 (t, J = 7.5 Hz, 2H), 1.88-1.42 (m, 3H), 0.91 (d, J = 6.3 Hz, 3H), 
0.89(d,J = 6.3Hz,3H) o 



mM3 (8 1) 

3- (2- (2- (±7*l/>-2->f;W xh^» -4- (2-^T^ 

Wi?>-3 --i M*c*/*3-)v) y^—)V) Tuny 



COOH 




T L C : R f 0.51 {2 n D*;i/A : ^ ^ ^ — ;V= 9:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.21 (dd, J = 4.5, 1.2 Hz, 1H), 7.84-7.70 (m, 4H), 
7.50-7.27 (m, 5H), 7.13 (d, J = 7.8 Hz, 1H), 6.96 (s, 1H), 6.87 (d, J = IS Hz, 1H), 
5.17 (s, 2H), 4.31 (t, J = 6.3 Hz, 2H), 3.28 (t, J = 6.3 Hz, 2H), 2.89 (t, J = 8.1 Hz, 2H), 
2.52 (t, J = 8.1 Hz, 2H) 0 




#13 (8 2) 



3- (2- (2-* h*i/-2- {j~7*V>-2-<< ;i/) xh=^» -4 
- {X^— fr- 1— f/k>Wl>) 7x=^) 7*0;^ 



COOH 
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TLC : Rf 0.31 (£pn*;VA : 10:1) ; 

N M R (300 MHz, CDC1 3 ) : 6 7.90-7.80 (m, 4H), 7.55-7.45 (ro, 4H), 7.33 (d, J = 
2.1 Hz, 1H), 7.08 (d, J = 7.8 Hz, 1H), 6.71 (dd, J = 7.8, 1.5 Hz, 1H), 6.64 (s, 1H), 
6.25 (t, J = 2.1 Hz, 1H), 5.23 (s, 2H), 4.73 (dd, J = 6.9, 4.8 Hz, 1H), 4.22 (dd, J = 9.9, 
5 6.9 Hz, 1H), 4.07 (dd, J = 9.9, 4.8 Hz, 1H), 3.37 (s, 3H), 2.87 (t, J = 7.5 Hz, 2H), 
2.53 (dt, 7.5, 7.5 Hz, 2H) 0 

* 

mMM3 (8 3) 

3- (2- ( 4 - ^f - 2 - 7 M^r^) _ 4 ~ (tT^V— 

10 ;i/-l-*f;k?Wi') 7xr;i/) 




TLC : Rf 0.44 (^DD^l/A : J— 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.54 (m, 1H), 7.38-7.17 (m, 6H), 7.07 (d, J = 7.5 Hz, 
1H), 6.69 (dd, J = 7 J, 1.5 Hz, 1H), 6.65 (s, 1H), 6.26 (t, J = 2.4 Hz, 1H), 5.24 (s, 2H), 
15 4.06-3.91 (m, 2H), 3.15 (ra, 1H), 2.90-2.68 (m, 2H), 2.40 (t, J = 7.8 Hz, 2H), 1.78- 
1.40 (m, 3H), 0.89 (d, J = 6.6 Hz, 3H), 0.87 (d, J = 6.6 Hz, 3H)o 

^ftg#il3 (8 4) 

3- (2- (4-^f;i/-2-7i-;K>^^^ -4-7i^^> 

20 ^f;v7i-;v) 7u^>m 

145 



WO 03/016254 



PCT/JP02/08 120 




TLC : Rf 0.35 :0^x^-;V=2 : 1) . 

mmm3 (8 5) 

5 3- (2- (2- {1-7*V>-2-<<)\') -4-7i;^ 




TLC : Rf 0.21 (^f-> :H&x.5M/=2 : 1) ; 
NMR (300 MHz, CDC1,) : 6 7.82-7.78 (m, 3H), 7.74 (brs, 1H), 7.48-7.39 (m, 3H), 
10 7.30-7.25 (m, 2H), 7.13 (d, J = 7.8 Hz, 1H), 6.97-6.90 (m, 5H), 4.99 (s, 2H), 4.29 (t, 
J = 6.6 Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H), 2.93-2.88 (m, 2H), 2.56-2.51 (m, 2H)o 

mMM3 (8 6) 

3 - (2- (2- (±y*\;>-2-J») -4-7i-;i/7^ 

15 y^f;V7i-;v) 7ba >m 
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COOH 




T L C : R f 0.45 (9 O nft)V2± : * 9 J — ^- 9 : 1 ) o 



Sflg#U3 (8 7) 

3 - (2- (2- (^-7^V>-2->T;W) ^h^) 



-4- (N-7i- 



COOH 




TLC : Rf 0.45 (9 D D*;V A : ^ * J —)V= 9 : 1 ) » 



t 



io mmmz (8 8) 

3- (2- (2- V-y9vy-2— <») xf^) -4- (N-x^;i/ 



COOH 




TLC : Rf 0.45 (9U D^)l A : * £ ^ — ^= 9:1) 



15 
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mm 3 (8 9) 

3- (2- (2- (j-7 9V>-2-'()V) xhdp>» 

7*nt:;v) 7i-;i/) rn/^i 



-4- (3- (t^ 



COOH 




5 TLC : Rf 0.51 (Zuu-fcfrk : *9J — Jl= 1 0 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.84-7.76 (m, 3H), 7.75 (s, 1H), 7.51 (d, J = 2.1 Hz, 
1H), 7.49-7.38 (m, 3H), 7.33 (d, J = 2.1 Hz, 1H), 7.03 (d, J = 7.5 Hz, 1H), 6.69-6.61 
(m, 2H), 6.23 (t, J = 2.1 Hz, 1H), 4.25 (t, J = 6.6 Hz, 2H), 4.11 (t, J = 7.2 Hz, 2H), 
3.27 (t, J = 6.6 Hz, 2H), 2.87 (t, J = 7.2 Hz, 2H), 2.58-2.47 (m, 4H), 2.22-2.10 (m, 
10 2H)o 



- i 



15 



;^J3 (9 0) 

3- (2- (2- (±:7*l/>-2— <)V) xh^) -4- 



COOH 




'• ( i 



TLC:Ef 0.60 (^DDto:^^7-;i/=9 : 1) > 
NMR (300 MHz, CDC1,) : 6 7.84-7.72 (m, 4H), 7.49-738 (m, 3H), 7.24 (d, J = 
8.1 Hz, 1H), 7.13 (d, J = 73 Hz, 1H), 7.03 (s, 1H), 6.95-6.89 (m, 1H), 6.77 (s, 1H), 
6.74-6.68 (m, 1H), 5.06 (s, 2H), 4.31 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 
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2.90 (t, J = 8.1 Hz, 2H), 2.53 (t, J = 8.1 Hz, 2H), 2.29 (s, 3H) 0 

mmm3 (9 1) 

* 

3- (2- (2- (j-y*U>-2-<<>\') xh^f-» -4- (3-^77 




T L C : R f 0.60 (> DD^I/A : ^ * ^ — )l= 9:1); 
NMR (300 MHz, CDC1 3 ) : 6 7.84-7.72 (m, 4H), 7.50-731 (m, 4H), 7.28-7.12 (m, 
4H), 6.92-6.86 (m, 2H), 4.99 (s, 2H), 4.29 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 
2.91 (t, J = 8.1 Hz, 2H), 2.54 (t, J = 8.1 Hz, 2H)o 

mmm3 02) 

3- (2- (2- (j-ytVy-Z-J )V) xh^» -4- (2-^h^r 




TLC : Rf 0.54 (^nD*M : p<*/ — ^=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : $ 7.84-7.70 (m, 4H), 7.50-738 (m, 3H), 7.11 (d, J = 
7.5 Hz, 1H), 7.00-6.80 (m, 6H), 5.09 (s, 2H), 4.28 (t, J = 6.3 Hz, 2H), 3.86 (s, 3H), 
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3.26 (t, J = 6.3 Hz, 2H), 2.89 (t, J = 7.8 Hz, 2H), 2.51 (t, J = 7.8 Hz, 2H) 0 



mm3 (9 3) 

3- (2- (2- # U > - 2 - J JU) xF^) -4- (2-^^;v 




TLC : Rf 0.54 (PnnfrjlA : ;p=9 : 1) ; 

NME. (300 MHz, CDC1 3 ) : 6 7.84-7.72 (m, 4H), 7.50-738 (na, 3H), 7.20-7.10 (m, 
3H), 6.98-6.82 (m, 4H), 5.01 (s, 2H), 4.30 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 
2.91 (t, J = 7.8 Hz, 2H), 2.53 (t, J = 7.8 Hz, 2H), 2.27 (s, 3H) 0 



««3 (9 4) 

3- (2- (2-7ix;nh^i/j -4-7i7^^V7i^;i/) 7* 



COOH 




TLC : Rf 0.65 (^Hf> : |ffix^= 1:1); 

NME (300 MHz, CDC1 3 ) : 6 7.34-7.19 (m, 7H), 7.13 (m, 1H), 6.99-6.90 (m, 5H), 

4.99 (s, 2H), 4.20 (t, J = 6.6 Hz, 2H), 3.11 (t, J = 6.6 Hz, 2H), 2.93-2.87 (m, 2H), 
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2.57-2.52 (m, 2H) 0 



mmm3 (9 5) 

3- (2- (2-7i-Mh^^) - 4- (tf7«-l-^^^) 
5 7*0^ >R 




COOH 



TLC : Rf 0.58 (^DD*>A : ;U=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.54 (d, J = 1.5 Hz, 1H), 7.36-7.20 (m, 6H), 7.09 (d, 
J = 7.2 Hz, 1H), 6.71 (d, J = 7.5 Hz, 1H), 6.66 (s, 1H), 6.26 (t, J = 1.8 Hz, 1H), 5.22 
10 (s, 2H), 4.12 (t, J = 6.6 Hz, 2H), 3.07 (t, J = 6.6 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 
2.51 (t, J = 7.8Hz,2H) 0 

HflS0]3 (9 6) 

3- (2- (4-^f-;i/-2 - (3, 5-^^f;v7i-;v) ^.v^;^^ 
X 5 >S/ ) _ 4 _ i-^;M^;i/) 71-;!/) t"d^>r 

XOOH 




TLC : R f 0.50 (ffl®x?-;i/) ; 
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NMR (300 MHz, CDC1,) : 6 7.54 (d, J = 2.1 Hz, 1H), 7.35 (d, J = 2.1 Hz, 1H), 
7.08 (d, J = 7.8 Hz, 1H), 6.84 (s, 3H), 6.69 (d, J = 7.8 Hz, 1H), 6.65 (s, 1H), 6.26 (d, 
J = 2.1 Hz, 1H), 5.23 (s, 2H), 4.01-3.89 (m, 2H), 3.12-3.02 (m, 1H), 2.90-2.72 (m, 
2H), 2.45 (t, J = 7.8 Hz, 2H), 2.29 (s, 6H), 1.71-1.42 (m, 3H), 0.90-0.87 (ra, 6H) 0 



mMM3 (9 7) 

3- (2- (4-^3^-2 - (4-7;VtP-3-^f;i/7xr;i/) 

-4- (t7V-;v-i--f;M^) 7i-^) ru^ym 



10 TLC : Rf 0.47 (#uu*;\/& : *9 J— )V= 1 9 : 1) ; 

NMR (300 MHz, CDCI 3 ) : 6 7.54 (dd, J = 2.1, 0.5 Hz, 1H), 735 (dd, J = 2.1, 0.5 
Hz, 1H), 7.10-6.87 (m, 4H), 6.71 (dd, J = 7.4, 1.4 Hz, 1H), 6.64 (d, J = 1.4 Hz, 1H), 
6.27 (t, J = 2.1 Hz, 1H), 5.24 (s, 2H), 3.98 (dd, J = 8.9, 6.0 Hz, 1H), 3.89 (dd, J = 8.9, 
7.5 Hz, 1H), 3.09 (m, 1H), 2.89-2.68 (m, 2H), 2.41 (t, J = 8.0 Hz, 2H), 2.24 (d, J = 

15 1.8 Hz, 3H), 1.71-1.37 (m, 3H), 0.89 (d, J = 6.6 Hz, 3H), 0.88 (d, J = 6.6 H z, 3H)o 

mmm 3(98) 

2 _ (2- (2-7x^;i/xh^» -4- (K^^-l-'f^^) 



5 




■ /" 
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COOH 




TLC : Rf 0.34 (^DD*M : *9J—ft=2 0:1); 

NMR (300 MHz, CDC1 3 ) : <S 8.01 (dd, J = 7.8, 1.5 Hz, 1H), 7.54 (d, J = 1.8 Hz, 
1H), 7.40-7.15 (m, 8H), 7.06 (d, J = 7.8 Hz, 1H), 6.89 (d, J = 7.8 Hz, 1H), 6.70-6.65 
(m, 2H), 6.25 (t, J = 2.1 Hz, 1H), 5.21 (s, 2H), 4.35 (s, 2H), 4.08 (t, J = 6.9 Hz, 2H), 
2.97 (t, J = 6.9 Hz, 2H) 0 

mmm3 (9 9) 

2- (2- (2- fr7 9U>-2-' UV) xh^)' -4- (K^V-^ 



TLC :Rf 034 (#DD*;UA : *9 J— »=2 0 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.98 (dd, J = 7.8, 1.5 Hz, 1H), 7.80-7.67 (m, 3H), 
7.60 (s, 1H), 7.53 (d, J = 1.8 Hz, 1H), 7.43-7.38 (m, 2H), 7.32-7.18 (m, 4H), 6.99 (d, 
J = 7.8 Hz, 1H), 6.87 (d, J = 7.8 Hz, 1H), 6.67-6.60 (m, 2H), 6.23 (s, 1H), 5.18 (s, 
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2H), 4.35 (s, 2H), 4.14 (t, J = 6.3 Hz, 2H), 3.11 (t, J = 6.3 Hz, 2H) 0 



mmm3 goo) 

2- (2- ( 4 - ^ f iV- 2 - 7 W^i/) -4- 

5 ;v-i--f;Mf;v) o^i/) $^f® 



TLC : Rf 0.58 (^DD^A : 1 0 : 1) ; 

NMR (300 MHz, DMSO-dJ : 6 8.04 (d, J = 7.5 Hz, 1H), 7.54 (d, J = 2.1 Hz, 1H), 
7.40-7.10 (m, 8H), 6.97 (d, J = 7.8 Hz, 1H), 6.90 (d, J = 7.2 Hz, 1H), 6.70-6.60 (m, 
10 2H), 6.25 (t, J = 2.1 Hz, 1H), 5.19 (s, 2H), 4.36 (d, J = 16.5 Hz, 1H), 4.27 (d, J = 16.5 
Hz, 1H), 3.94 (d, J = 6.3 Hz, 2H), 3.02 (m, 1H), 1.62-1.20 (m, 3H), 0.79 (d, J = 6.3 
Hz, 6H)o 



mmmz (ion 

15 2- (2- {4-*^)V-2- (3, 5-^^V7x-;V) ^>^;M** 

i/) -4- (t:^v/— /b— i — "osw) *ASR 
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T L C : R f 0.60 (^no^l/A : * * J — ;i>= 10:1); 

N MR (300 MHz, DMSO-d 6 ) : 6 8.03 (dd, J = IS, 1.2 Hz, 1H), 7.54 (d, J = 1.8 Hz, 
1H), 7.40-7.23 (ra, 3H), 6.99 (d, J = 6.9 Hz, 1H),' 6.89 (d, J = 8.1 Hz, 1H), 6.84-6.76 
(m, 3H), 6.68-6.60 (m, 2H), 6.24 (t, J = 1.8 Hz, 1H), 5.1 7 (s, 2H), 4.39 (d, J = 16.2 
Hz, 1H), 4.31 (d, J = 16.2 Hz, 1H), 3.90 (d, J = 6.3 Hz, 2H), 2.96 (m, 1H), 2.24 (s, 
6H), 1.60-1.26 (m, 3H), 0.79 (d, J = 6.3 Hz, 6H)o 

ififl50l]3 (10 2) 

3- (2- (4-**JU-2- (4-*h*i/-l> 3 

-6--r;v) -4- (K5vr— l-^ov^ju) y*. 




T L C : R f 0.65 (B®xf-;i/) ; 
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NMR (300 MHz, CDC1 3 ) : 6 7.54 (d, J = 2.1 Hz, 1H), 7.36 (d, J = 2.1 Hz, 1H), 
7.08 (d, J = 7.2 Hz, 1H), 6.70 (d, J = 7.2 Hz, 1H), 6.65 (s, 1H), 6.44 (d, J = 1.5 Hz, 
1H), 6.40 (d, J = 1.5 Hz, 1H), 6.27 (t, J = 2.1 Hz, 1H), 5.93-5.91 (m, 2H), 5.24 (s, 
2H), 4.00-3.85 (ra, 2H), 3.89 (s, 3H), 3.10-3.00 (ra, 1H), 2.91-2.71 (m, 2H), 2.43 (t, J 
= 7.5 Hz, 2H), 1.66-1.43 (m, 3H), 0.90-0.87 (m, 6H)» ' 



<MM3 (10 3) 

3- (2- (2- (J-7*U>-2-JJl) -4- (3— >7V 

COOH 




TLC : Rf 0.53 (£>nD*;i/A : ^^^-;i/=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.84-7.75 (m, 3H), 7.73 (s, 1H), 7.49-7.38 (m, 3H), 
7.22 (t, J = 7.8 Hz, 1H), 7.11 (d, J = 7.8 Hz, 1H), 6.96 (d, J = 7.8 Hz, 1H), 6.86-6.74 
(m, 4H), 430-4.20 (m, 4H), 3.27 (t, J = 6.3 Hz, 2H), 2.90 (t, J = 7.8 Hz, 2H), 2.54 (t, 
J = 7.8 Hz, 2H) 0 



fl]3 (10 4) 



3- (2- (2 - {j-7 9Vy-2-' Ml/) xh=^» -4- (2-*3S>V 
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COOH 




TLC : Rf 0.53 (^DO^A : *9 J — ;i>=9 : 1) \ 
NMR (300 MHz, CDC1 3 ) : 6 7.84-7.76 (m, 3H), 7.73 (s, 1H), 7.50-7.38 (m, 3H), 
7.14-7.04 (m, 3H), 6.92-6.84 (m, 2H), 6.67 (t, J = 7.S Hz, 1H), 6.60 (d, J = 7.8 Hz, 
5 1H), 4.32-4.22 (m, 4H), 3.26 (t, J = 6.3 Hz, 2H), 2.90 (t, J = 8.1 Hz, 2H), 2.53 (t, J = 
8.1 Hz, 2H), 2.15 (s, 3H)» 



10 



0113 (105) 



3- (2- (2- (j-ytvy-l-J )v) 3LY*i/) -4- ixwy- 

7i-;i/) ztuav\ 



COOH 




TLC : Rf 0.41 (^DD*;i/A : *#y-;i/=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.05 (d, J = 2.7 Hz, 1H), 7.94 (dd, J = 4.5, 1.5 Hz, 
1H), 7.84-7.74 (m, 3H), 7.72 (brs, 1H), 7.48-7.36 (m, 3H), 7.14-7.04 (m, 2H), 6.92- 
15 6.78 (m, 3H), 4.28-4.18 (ro, 4H), 3.25 (t, J = 6.6 Hz, 2H), 2.91 (t, J = IS Hz, 2H), 
2.55 (t, J = 7.5 Hz, 2H) 0 




(106) 
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3- (2- (2- (i>V<{fr7§J) -4- (K7^- 1 

— -OM^i/) 7i-;H ynjvyWt 




TLC : Rf 0.48 (^DD^;i/A : ;V=9 : 1) ; 

NMR (300 MHz, CD 3 OD) : d" 7.85-7.77 (m, 2H), 7.65 (d, J = 2.1 Hz, 1H), 
7.55-7.40 (m, 4H), 7.10 (d, J = 7.8 Hz, 1H), 6.82 (s, 1H), 6.70 (d, J = 7.5 Hz, 1H), 
6.30 (dd, J = 2.1, 2.1 Hz, 1H), 5.28 (s, 2H), 4.15 (t, J = 5.7 Hz, 2H), 3.78 (t, J = 5.7 
Hz, 2H), 2.89 (t, J = 15 Hz, 2H), 2.52 (t, J = 7.5 Hz, 2H)„ 

^BM3 (10 7) 

3- (2 - (2- (^i-;i/x;v^-;i/T^^) ^b=^» -4- (tr^V 



TL C : Rf 0.48 (^nn^l/A : 9:1); 
NMR (300 MHz, CD 3 OD) : 8 7.89-7.84 (m, 2H), 7.64 (d, J = 2.1 Hz, 1H), 
7.58-7.46 (m, 4H), 7.08 (d, J = 7.8 Hz, 1H), 6.70 (d, J = 7.8 Hz, 1H), 6.66 (s, 1H), 
631 (t, J = 2.1 Hz, 1H), 5.26 (s, 2H), 3.93 (t, J = 5.7 Hz, 2H), 3.28 (ra, 2H), 2.83 (t, J 
= 7.5 Hz, 2H), 2.49 (t, J = 7.5 Hz, 2H) 0 
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M3 (10 8) 



3- (2- (2- (N-^f;V-N-7x^;^-i!/7U) ^h^» 

-4- (^7V*-;v-i--f^^) rp/r^ 



5 TLC : Rf 0.67 (^DO^VA : J—)\'= 9:1) ; 

N MR (300 MHz, CDC1,) : 8 7.80 (d, J = 8.1 Hz, 2H), 7.64-7.49 (m, 4H), 7.40 (d, 
J = 2.1 Hz, 1H), 7.13 (d, J = 7.8 Hz, 1H), 6.76 (d, J = 7.8 Hz, 1H), 6.65 (d, J = 2.1 Hz, 
1H), 6.29 (t, J = 2.1 Hz, 1H), 5.27 (s, 2H), 4.10 (t, J = 5.4 Hz, 2H), 3.44 (t, J = 5.4 Hz, 
2H), 2.90 (t, J = 7.5 Hz, 2H), 2.90 (s, 3H), 2.61 (t, J = IS Hz, 2H)o 

10 

mmm3 (109) 

3- (2- (2-^h^>~3-7x>'^>7D^) -4- (l^/- 

- ^ XOOH 



15 TLC : Rf 0.35 (l^x^;i/) ; 

NMR (300 MHz, CDC1,) : 6 7.54 (d, J = 2.1 Hz, 1H), 7.37 (d, J = 2.1 Hz, 1H), 

7.31-7.28 (ra, 2H), 7.12 (d, J = 7.2 Hz, 1H), 6.98-6.91 (m, 3H), 6.76-6.71 (m, 2H), 
6.28 (t, J = 2.1 Hz, 1H), 5.26 (s, 2H), 4.20-4.07 (ro, 4H), 3.97-3.90 (m, 1H), 3.56 (s, 
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3H), 2.93 (t, J = 7.5 Hz, 2H), 2.64-2.58 (m, 2H) 0 
gflffll3 (110) 

3- (2- (2-xh^>-3-7x;WO^» -4- (t7V- 



TLC : Rf 0.45 (B&x^lO "> 

N M R (300 MHz, CDC1 3 ) : <5 7.54 (d, J = 1.8 Hz, 1H), 7.36 (d, J = 1.8 Hz, 1H), 
7.31-7.27 (m, 2H), 7.12 (d, J = 7.5 Hz, 1H), 6.98-6.91 (m, 3H), 6.75-6.71 (m, 2H), 
6.27 (t, J = 1.8 Hz, 1H), 5.26 (s, 2H), 4.16-3.99 (m, 5H), 3.75 (q, J = 6.9 Hz, 2H), 
2.96-2.90 (m, 2H), 2.65-2.59 (m, 2H), 1.24 (t, J = 6.9 Hz, 3H) o 

a0fc#l3 (111) 

3- (2- (2- (^^1^-2—f^) xh*f) -4- (K*tf-;i< 



TLC : Rf 0.24 ('vfrtfy : «x?-;U= 2 : 1> 05'XIHI) 5 

NMR (300 MHz, CDCU : 5 7.82-7.74 (m, 3H), 7.68 (s, 1H), 7.56 (d, J = 2.1 Hz, 




COOH 




COOH 
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1H), 7.47-7.38 (m, 3H), 7.36 (dd, J = 8.1, 1.8 Hz, 1H), 7.13 (s, 1H), 6.51 (s, 1H), 
6.28 (t, J = 2.1 Hz, 1H), 5.36 (s, 2H), 4.12 (t, J = 6.6 Hz, 2H), 3.18 (t, J = 6.6 Hz, 2H), 
2.81 (t, J = 7.8 Hz, 2H), 2.47 (t, J = 7.8 Hz, 2H)o 



3- (2- (2- {±7*V>-2-<<)\') xh=af-» -4- 

f/Mf-*) -5-* r ^>7x-;i/) yu^>\ 




TLC : Rf 0.30 (^-t?-> : 1 : K 0.5%ff^) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.82-7.74 (m, 3H), 7.69 (bs, 1H), 7.52 (d, J = 2.1 Hz, 
1H), 7.47-7.35 (m, 4H), 6.70 (s, 1H), 6.59 (s, 1H), 6.22 (t, J = 2.1 Hz, 1H), 5.27 (s, 
2H), 4.14 (t, J = 6.6 Hz, 2H), 3.76 (s, 3H), 3.18 (t, J = 6.6 Hz, 2H), 2.84 (t, J = 7.5 Hz, 



2H), 2.49 (t, J = 7.5 Hz, 2H) 0 



$m 3 (113) 

3- (2- (2- K^J—fr- 1-4/10 ^h*^) -4- (K 

TLC : Rf 0.55 (^DD^M : ^= 5 : D ; 
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N MR (300 MHz, DMSO-d 4 ) : 6 8.24 (s, 1H), 7.74 (m, 1H), 7.68 (d, J = 7.8 Hz, 
IK), 7.63 (d, J = 7.8 Hz, 1H), 7.42 (m, 1H), 7.25 (dd, J = 7.8, 7.2 Hz, 1H), 7.18 (dd, J 
= 7.8, 7.2 Hz, 1H), 7.02 (d, J = 7.8 Hz, 1H), 6.80 (s, 1H), 6.63 (d, J = 7.8 Hz, 1H), 
6.22 (ra, 1H), 5.20 (s, 2H), 4.69 (t, J = 5.1 Hz, 2H), 4.23 (t, J = 5.1 Hz, 2H), 2.60 (t, J 
= 7.5 Hz, 2H), 2.26 (t, J = 7.5 Hz, 2H)o 

mmm 3 (1 1 4 ) 

3- (2- (4-^^-2- (4 -7;i/^-n- 3 ^> 




TLC : Rf 0.57 (^DD*M : J— ft= 1 0 : 1) 0 

t 

mmm 3 (115) 

3- (2- (4-^5=-;v-2- (4-7;i/^-o.-3-^^;v7ai-;i/) 




TLC : Rf 0.57 (^DD*M : J— fr= 1 0 : 1) o 
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mmm3 die) 

3- (2- (2- tf-tf-JU^^M S*V-;u-l-'f» 

-4- (tr^^-;v- l— oi/pwiO 7i-^) ro;i>^ 



TLC : Rf 0.41 (^DD^M : ^^^-;i/=9 : 1) ; 
NM R (300 MHz, DMSO-d 6 ) : 6 7.73 (dd, J = 2.2, 0.6 Hz, 1H), 7.59 (m, 1H), 7.50 
(m, 1H), 7.41 (dd, J = 2.2, 0.6 Hz, 1H), 7.22-7.10 (m, 2H), 7.01 (d, J = 7.7 Hz, 1H), 
6.83 (d, J = 1.6 Hz, 1H), 6.63 (dd, J = 7.7, 1.6 Hz, 1H), 6.22 (t, J = 2.2 Hz, 1H), 5.20 
10 (s, 2H), 4.65 (t, J = 5.0 Hz, 2H), 4.25 (t, J = 5.0 Hz, 2H), 2.60 (s, 3H), 257 (t, J = 7.7 
Hz, 2H), 2.24 (t, J = 7.7 Hz, 2H) 0 

■ 

mmm3 a 1 7) 

3- (2 - (2- (1H-^>*V-;V- 1-Jfl>) xb=^» -4- (t: 



TLC : Rf 0.58 (^DD^M : ;!✓= 19:1) ; 

NMR (300 MHz, CDClj) : (5 8.02 (d, J = 0.9 Hz, 1H), 7.71 (d, J = 7.8 Hz, 1H), 
7.55-7.46 (m, 2H), 7.41-7.31 (m, 2H), 7.12 (m, 1H), 7.04 (d, J = 7.5 Hz, 1H), 6.70 (d, 
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COOH 



5 
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J = 7.5 Hz, 1H), 6.60 (s, IE), 6.26 (t, J = 2.0 Hz, 1H), 5.22 (s, 2H), 4.78 (t, J = 5.2 Hz, 
2H), 4.35 (t, J = 5.2 Hz, 2H), 2.67 (t, J = 7.7 Hz, 2H), 2.28 (t, J = 7.7 Hz, 2H)» 

mmm3 (lis) 

3- (2- (2- (2H-^Wb iJ7V-;H2- ^h=¥^) -4 



TLC : Rf 0.42 (^DD^PA : ;i>= 10:1), 

atgyLji 19) 

3- (2- (2- (lH-^Wh'JT^-l-' T;i/) ^h^) -4 

- (t7V-;i/-l-^;Mf;v) 7x_;i/) /D;t>B 



TLC : Rf 0.35 (^DD^M : — ;V= 1 0 : 1) „ 
Htfflfifll3 (12 0) 

3- (2- (2- ( (3-*9VWsW>f;i/) -4- 

;i>- 1 — (Mf-Jit) 7xz;i/) 7*d/i>^ 
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COOH 



T L C : R f 0.55 (f^^x^-;i/ \ £9 J — ;i/= 9:1) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 12.03 (s, 1H), 8.60-8.56 (m, IE), 7.78 (d, J = 2.1 
Hz, 1H), 7.65-7.60 (m, 2H), 7.43-7.42 (m, 1H), 7.33-7.31 (ro, 2H), 7.07 (d, J = 7.8 
5 Hz, 1H), 6.88 (s, 1H), 6.67 (d, J = 7.8 Hz, 1H), 6.24-6.23 (m, 1H), 5.24 (s, 2H), 4.06 
(t, J = 5.7 Hz, 2H), 3.65-3.59 (m, 2H), 2.74 (t, J = 7.5 Hz, 2H), 2.43 (t, J = 7.5 Hz, 
2H), 2.33 (s, 3H)o 

mmm 3 (121) 

10 3- (2- (2- ( (3-p< b^^W^) T^y) -4- 

^ XOOH 



TLC :Rf 0.50 (ffSLX-f- )V : *9J—ft= 9 : 1) ; 
NMR (300 MHz, DMSO-d„) : d 12.01 (s, 1H), 8.65-8.61 (m, 1H), 7.78 (d, J = 2.1 
15 Hz, 1H), 7.43-732 (m, 4H), 7.08-7.05 (m, 2H), 6.88 (s, 1H), 6.67 (d, J = 7.5 Hz, 1H), 
6.24 (t, J = 2.1 Hz, 1H), 5.24 (s, 2H), 4.06 (t, J = 5.7 Hz, 2H), 3.78 (s, 3H), 3.65-3.60 
(m, 2H), 2.74 (t, J = 7.5 Hz, 2H), 2.42 (t, J = 7.5 Hz, 2H) 0 

mmm3 (122) 




o 
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3- (2- (2- ( (±7*l/>-2— IMfrtf-JU) TZS) xb^» 

-4- (yuv-ju-i—ovjWI/) 7i-;v) yuA> 



COOH 




TLC : Rf 0.30 (^DD^l/A : — ;i/= 9 : 1) ; 
5 NMR (300 MHz, CDC1 3 ) : 6 8.32 (s, 1H), 7.92-7.82 (m, 4H), 7.58-7.48 (m, 3H), 
7.36 (d, J = 2.1 Hz, lH), 7.11 (d, J => 7.8 Hz, 2H), 6.73 (d, J = 7.8 Hz, 1H), 6.65 (s, 
1H), 6.26 (dd, J = 2.1, 2.1 Hz, 1H), 5.24 (s, 2H), 4.10 (t, J = 5.1 Hz, 2H), 3.90 (dt, J = 
5.1, 5.1 Hz, 2H), 2.96 (t, J = 7.2 Hz, 2H), 2.63 (t, J = 7.2 Hz, 2H)o 



io mmm3 (123) 

3 - (2 - (2- ( (4-^ h^^W-f^) 7^;) ^h^ri/) -4- 

(k^v/— ;v-l-'f;M7-;i') 7xz;i/) rusty 



COOH 




TLC : R f 0.19 (£ dd^M \ J —)\>— 9:1) ; 

15 NM R (300 MHz, CDC1 3 ) : 6 7.77 (d, J = 8.7 Hz, 2H), 7.53 (d, J = 1.8 Hz, 1H), 
7.37 (d, J = 2.1 Hz, 1H), 7.09 (d, J = 7.8 Hz, 1H), 6.96 (m, 1H), 6.88 (d, J = 9.0 Hz, 
1H), 6.72 (d, J = 7.8 Hz, 1H), 6.63 (s, 1H), 6.27 (dd, J = 2.1, 1.8 Hz, 1H), 5.24 (s, 
2H), 4.02 (t, J = 4.8 Hz, 2H), 3.81 (s, 3H), 3.80 (m, 2H), 2.93 (t, J = 7.5 Hz, 2H), 
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2.60 (t, J = 7.5 Hz, 2H)o 



MM* 3 (12 4) 

3- (2- (2- ( (4-^Dn^W-f;i') T^^) -4 

5 7^-1-^;^^) 7*d;s> 



- (K 



COOH 




CI 



10 



TLC : Rf 0.20 (^nn*M : ;i/=9 : 1) l 

NMR (300 MHz, CDC1 3 ) : d 7.76 (d, J = 8.4 Hz, 2H), 7.53 (d, J = 2.1 Hz, 1H), 
7.38-7.32 (m, 3H), 7.16 (m, 1H), 7.10 (d, J = 7.8 Hz, 1H), 6.73 (d, J = 7.8 Hz, 1H), 
6.63 (s, 1H), 6.27 (dd, J = 2.1, 2.1 Hz, 1H), 5.23 (s, 2H), 4.03 (t, J = 5.4 Hz, 2H), 
3.79 (dt, J = 5.4, 5.4 Hz, 2H), 2.94 (t, J = 7.2 Hz, 2H), 2.60 (t, J = 7.2 Hz, 2H) 0 



M3 (12 5) 



3 _ ( 2 - (4-^5^;i/-2 -^y^-i^TXJ^y^)^^) -4 - ix 

15 )v- r;M^;u) 7i^) yun>m 

COOH 
H 





TLC :Rf 0.58 (^DD*M :^^^-^=9 : D ; 

NMR (300 MHz, CDC1 3 ) : 6 7.80-7.74 (m, 2H), 7.53 (d, J = 2.1 Hz, 1H), 

7.51-735 (m, 4H), 7.10 (d, J = 7.7 Hz, 1H), 6.73 (d, J = 7.7 Hz, 1H), 6.64 (s, 1H), 
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6.48 (d, J = 8.7 Hz, 1H), 6.27 (t, J = 2.1 Hz, 1H), 5.24 (s, 2H), 4.65 (m, 1H), 4.05 (dd, 
J = 9.3, 3.9 Hz, 1H), 3.92 (dd, J = 9.3, 1.8 Hz, 1H), 2.90 (t, J = 7.8 Hz, 2H), 2.69- 
2.46 (m, 2H), 1.81-1.48 (m, 3H), 0.97 (d, J = 63 Hz, 6H) 0 

Hfti0!l3 (12 6) 

3- (2- (2- (j-7*]s>-2-<> T;i/) :nb^» -4- (4-^-b^ 

;i/t^7^>- 1 f;wf;H 7i-;H yu^>m 




* 

TLC : Rf 0.29 (^PD*;i/A : )V= 1 0 : 1) . 

mmm3 (12 7) 

3- (2- (2- (±7*ix>-2— xh^=-» - 4- (^e;i/^i;> 



-4— ^ 




TLC : Rf 0.33 (^DD^M : — )]/- 10:1). 
Hi3 (12 8) 
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3- (2- (2- (4-;WW*W'f;i/7^yO xF^) -4- 

^ /COOH 



TLC : Rf 0.20 (^DD^;i/A : ^^y— ;i/=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 7.70 (d, J = 8.4 Hz, 2H), 7.53 (d, J = 2.1 Hz, 1H), 

7.37 (d, J = 2.1 Hz, 1H), 7.19 (d, J = 8.1 Hz, 2H), 7.10 (d, J = 7.8 Hz, 1H), 6.98 (brs, 
1H), 6.72 (d, J = 7.5 Hz, 1H), 6.63 (s, 1H), 6.27 (t, J = 2.1 Hz, 1H), 5.24 (s, 2H), 4.03 
(t, J = 4.8 Hz, 2H), 3.81 (dt, J = 5.1, 4.8 Hz, 2H), 2.93 (t, J . 7.5 Hz, 2H), 2.60 (t, J = 
7.5 Hz, 2H), 2.36 (s, 3H)o 

mm\3 (12 9) 

3- (2 - (2- (i-7*\/>-l-'f))/*i)l#-)l7K;) - 



T L C : R f 0.28 (£ on^l/A : * # y — ;i,= 9:1); 

* 

NMR (300 MHz, DMSO-dJ : 6 8.74 (m, 1H), 8.20 (m, 1H), 8.02-7.94 (m, 2H), 
7.80 (d, J = 2.4 Hz, 1H), 7.60-7.50 (m, 4H), 7.43 (d, J = 1.8 Hz, 1H), 7.09 (d, J = 7.5 
Hz, 1H), 6.92 (s, 1H), 6.68 (d, J = 7.5 Hz, 1H), 6.24 (dd, J = 2.4, 1.8 Hz, 1H), 5.26 (s, 
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2H), 4.13 (t, J = 5.7 Hz, 2H), 3.71 (dt, J = 5.1, 5.7 Hz, 2H), 2.S0 (t, J = 7.2 Hz, 2H), 
2.45(m,2H)o 

mmm3 (i 3 o) 

5 3- (2- (2- (2-^>^;i/^;i'^-^T^y) ^h=^» -4- (tf 



TLC : Rf 0.54 (^DD*;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, DMSO-dO : 6 8.22 (ra, 1H), 7.78 (d, J = 2.4 Hz, 1H), 7.43 (d, 
10 J = 2.1 Hz, 1H), 7.30-7.15 (m, 5H), 7.07 (d, J = 8.1 Hz, 1H), 6.83 (s, 1H), 6.67 (d, J = 
8.1 Hz, 1H), 6.24 (dd, J = 2.4, 1.8 Hz, 1H), 5.24 (s, 2H), 3.94 (t, J = 5.4 Hz, 2H), 
3.46-3.38 (m, 4H), 2.74 (t, J = 7.5 Hz, 2H), 2.45 (t, J = 7.5 Hz, 2H) » 

mmm3 d 3 1) 

15 3- (2- (2- (2-pWV^W-I' ^h*^) -4- (t^ 

^ ^ XOOH 





TLC : Rf 0.38 (^Dn^A : 10:1), 
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'MM3 (13 2) 

3 - (2- (2- (2-^BD^;'f^7$;) xh^p^) -4- (t?5 

/u- 1— r;M^) 7i-;i/) 7*n;i> 



COOH 




TLC : Rf 0.40 (^DD*M : *#S—fl/=l 0 : 1) o 



#113 (133) 



3 _ ( 2 - (2- (2-* h3r$^W'f;K7 7 ^) xh^) -4- 



COOH 




i: 



TLC : Rf 0.42 (^DD*;i/A : *$J—}\/= 10:1) 



00 3 (13 4) 
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TLC : Rf 0.53 (£nn*;i/A : *$J — ;i/= 9 : 1) ; 

N MR (300 MHz, CDC1 3 ) : 6 8.79(s, 1H), 7.66 (d, J = 7.8 Hz, 2H), 7.52 (d, J = 2.1 
Hz, 1H), 738 (d, J = 2.1 Hz, 1H), 7.36-7.30 (m, 2H), 7.20-7.10 (m, 2H), 6.78 (d, J = 
5 7.8 Hz, 1H), 6.61 (s, 1H), 6.27 (t, J = 2.1 Hz, 1H), 5.26 (s, 2H), 4.45 (s, 2H), 3.06 (t, 
J = 7.2 Hz, 2H), 2.72 (t, J = 7.2 Hz, 2H) „ 

mmm3 (135) 

3- (2- (±7$vi/- 1— r;i/*;w^^;M -4- (i^^V 




TLC : Rf 0.53 (^nn^;PA : ^^y—;i/=9 : 1) ; ' 

NMR (300 MHz, DMSO-d,,) : d 10.04 (s, 1H), 8.04-7.92 (m, 2H), 7.84-7.76 (m, 
2H), 7.65 (d, J = 7.2 Hz, 1H), 7.58-7.50 (m, 3H), 7.43 (d, J = 2.1 Hz, 1H), 7.15 (d, J 
15 = 7.8 Hz, 1H), 6.94 (s, 1H), 6.75 (d, J = 7.8 Hz, 1H), 6.22 ( t, J = 2.1 Hz, 1H), 5.28 (s, 
2H), 4.85 (s, 2H), 2.90 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H)o 
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MM3 (13 6) 



3 _ ( 2 - (^-7^l/>-2— {MM^jJI/* -4- iXv^J 

^ XOOH 



TLC:Rf 0.59 (^DD*M : ^^^-^=9 : 1) ; 
NMR (300 MHz, DMSO-dJ \ 8 10.21 (s, 1H), 8.29 (s, 1H), 7.90-7.80 (m, 3H), 
7.74 (d, J = 1.8 Hz, 1H), 7.61 (dd, J = 8.7, 1.8 Hz, 1H), 7.50-738 (m, 2H), 7.36 (d, J 
= 1.8 Hz, 1H), 7.14 (d, J = 7.8 Hz, 1H), 6.85 (s, 1H), 6.72 (d, J = 7.8 Hz, 1H), 6.16 
(dd, J = 1.8, 1.8 Hz, 1H), 5.25 (s, 2H), 4.75 (s, 2H), 2.86 (t, J = 7.2 Hz, 2H), 2.55 (t, J 
= 7.2 Hz, 2H)o 

mmz (13 7) 



3- (2 - (3-7i-;i/7D^» -4-7aiy= 3 ^>^;i'7i-;i/) 



TLC : Rf 0.48 : S8^^= 1:1); 

NMR (300 MHz, CDd 3 ) : d 7.35-7.14 (m, 8H), 7.00-6.80 (m, 5H), 4.99 (s, 2H), 
4.00 (t, J = 6.3 Hz, 2H), 3.00-2.95 (m, 2H), 2.82 (dd, J = 7.8, 7.5 Hz, 2H), 2.72-2.67 
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(m,2H), 2.17-2.08 (m,2H) 0 

mmma (iss) 

5 nm>j|£ 




TLC : Rf 0.52 (^*rV> : iS[xWI/= 1:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.34-7.13 (m, 8H), 7.00-6.90 (m, 5H), 5.00 (s, 2H), 

4.01-3.98 (m, 2H), 2.98-2.92 (m, 2H), 2.70-2.64 (m, 4H), 1.85-1.82 (m, 4H) o 

10 

fgffiff'J3 (13 9) 

3- (2- (2- (±7*U>-2— .xh^) -4- U-^^W 




15 TLC : Rf 0.25 (^OPsfrfW* : ^= 5 : 1) 0 

mmms (140) 
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2- ( (2- (2- {i-7#U>-2-' (Jl) xb=^» -4- (t?7\/- 

HN^COOH 




T L C : R f 0.25 (^x^U : .X * 7 -;i/= 1 : 1 ) • 

* 

mmm 3 ( 1 4 1 ) 

2- (N-^^-N- (2- (2- (^-7^1x>-2—f;i/) 

-4- (^^;-;i/-i-^w^) ^y*j)]/) tkj) wm-i&mi& 




T L C : R f 0.30 : y -;i/= 1 : 1 ) 0 

HiSffJ3 (14 2) 

2- (N-^>;i/-N- (2- (2- (^-7^l/>-2—f;i/) 

-4- (tr^y-;i/- i—r;i/^^;i/) ^>y^) 7^>0 fif& 
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TLC : Rf 0.45 (ffRx^ : J — ;i/= 3 : 1) 0 



mmmz (143) 

5 2 - (2 - (t7^i/>-2-'f;i') ii^) -4-(t77-^-i- 




TLC : Rf 0.63 (^dd*M : ^ 9 J 9 : D »' 

NMR (300 MHz, CDC1 3 ) : (? 8.10 (d, J = 7.8 Hz, 1H), 7.88-7.77 (m, 3H), 7.71 (s, 
10 1H), 7.59 (d, J = 1.5 Hz, 1H), 7.53-7.40 (m, 3H), 7.35 (dd, J = 8.4, 1.5 Hz, 1H), 6.91 
(d, J = 8.4 Hz, 1H), 6.79 (s, 1H), 6.33 (t, J = 2.1 Hz, 1H), 534 (s, 2H), 4.45 (t, J = 6.6 
Hz, 2H), 3.32 (t, J = 6.6 Hz, 2H)o 

mmmz ci4 4) 

15 3 - (2- (2- (:J-7*l/>-2-- xh^) - 4- (£U$>>- 

2-' f;io^>**7iV) 7i-;H :rn>i>K 
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TLC : Rf 0.52 (£DD/fr;UA : S — )V=9 : 1) ; 
NMR (300 MHz, DMSO-c^) : 6 12.04 (s, 1H), 7.92 (dd, J = 4.8, 1.5 Hz, 1H), 
7.89-7.79 (m, 4H), 7.51-7.41 (m, 3H), 7.33 (m, 1H), 7.01 (d, J = 7.5 Hz, 1H), 6.97- 
5 6.89 (m, 2H), 6.78 (m, 1H), 6.50-6.42 (m, 2H), 4.38 (d, J = 6.0 Hz, 2H), 4.22 (t, J = 
6.6 Hz, 2H), 3.19 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.35 (t, J = 7.5 Hz, 2H) 0 

mmm3 (14 5) 

3- (2- (2- (j-y*\s>-2— Ol) ^h^^) -4- 




TLC : Rf 0.50 D P fcJVA : S — ;p= 9:1) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 12.04 (s, 1H), 7.94 (t, J = 5.7 Hz, 1H), 7.90-7.80 
(m, 4H), 7.53-7.41 (m, 3H), 7.04 (d, J = 7.5 Hz, 1H), 6.98 (d, J = 3.6 Hz, 1H), 6.96 
15 (d, J = 1.5 Hz, 1H), 6.79 (m, 1H), 6.58 (d, J = 3.6 Hz, 1H), 4.35 (d, J = 5.7 Hz, 2H), 
4.23 (t, J = 6.6 Hz, 2H), 3.20 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.36 (t, J = 
7.5 Hz, 2H) 0 



mmM3 (14 6) 

20 3- (2- (2-^^u^^jv^r^>^h^» -4- (K7V-^- 1 
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TLC : Rf 0.34 (^DD^M : J— ;i/=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.54 (d, J = 1.5 Hz, 1H), 7.36 (d, J = 1.5 Hz, 1H), 
7.12 (d, J = 7.8 Hz, 1H), 6.73 (d, J = 7.8 Hz, 1H), 6.67 (s, 1H), 6.23 (dd, J = 1.5, 1.5 
Hz, 1H), 5.26 (s, 2H), 4.05 (t, J = 4.8 Hz, 2H), 3.80 (t, J = 4.8 Hz, 2H), 334 (m, 1H), 
2.93 (t, J = 7.5 Hz, 2H), 2.65 (t, J = 7.5 Hz, 2H), 1.94 (m, 2H), 1.73 (m, 2H), 152 (m, 
1H), 1.36-1.16 (m, 5H) 0 

jfefiSff]3 (14 7) 

3- (2- (^>^;u*;wN-^;i/^ h^r$/) -4- (VrV—fr-l — < 

7i_ji/) 




TLC : Rf 0.49 (^DD^l/A : ;i/= 9 : 1) ; 

* 

NMR (300 MHz, CDC1 3 ) : 6 7.55 (d, J = 2.1 Hz, 1H), 7.38 (d, J = 2.4 Hz, 1H), 
7.34-7.20 (m, 6H), 7.13 (d, J = 7.8 Hz, 1H), 6.78 (d, J = 7.8 Hz, 1H), 6.59 (s, 1H), 
6.29 (dd, J = 2.4, 2.1 Hz, 1H), 5.25 (s, 2H), 4.52-4.47 (m, 4H), 2.94 (t, J = 7.2 Hz, 
2H), 2.58 (t, J = 7.2 Hz, 2H)o 

mm s (14 8) 
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3- (2- ( ( 1 -7oi-;ux^;i/) AJW^W -4- (fcT? 



TLC : Rf 0.53 (^DD*W : ;i/=9 : 1) ; 

5 N M R (300 MHz, CDC1 3 ) : 6 7.53 (d, J = 1.8 Hz, 1H), 7.35 (d, J = 2.1 Hz, 1H), 



7.32-7.20 (m, 5H), 7.14 (d, J = 7.5 Hz, 1H), 7.09 (d, J = 8.1 Hz, IK), 6.77 (d, J = 7.5 
Hz, 1H), 6.55 (s, 1H), 6.27 (dd, J = 2.1, 1.8 Hz, 1H), 5.22 (s, 2H), 5.20 (m, 1H), 4.43 
(d, J = 15.0 Hz, IK), 4.37 (d, J = 15.0 Hz, 1H), 2.96 (t, J = 7.5 Hz, 2H), 2.61 (t, J = 
7-5 Hz, 2H), 1.49 (d, J = 6.9 Hz, 3H) 0 

10 

mmm3 (i 4 9) 

3- (2- (2- (3-^PD^>^;V75;) xh^» -4- (£5 

vr-^-i — r;M^;i/) ru^>m 

^ ^ XOOH 



15 T L C : R f 0.35 (ff^x^;i/) ; 

NMR (300 MHz, DMSO-dj) : 6 11.99 (s, 1H), 8.78 (t, J = 5.1 Hz, IK), 7.87-7.78 
(m, 3H), 7.60-7.43 (m, 3H), 7.06 (d, J = 7.5 Hz, IK), 6.88 (s, 1H), 6.67 (d, J = 15 Hz, 
1H), 6.24 (t, J = 2.1 Hz, 1H), 5.24 (s, 2H), 4.07 (t, J = 5.7 Hz, IK), 3.66-3.61 (m, 2H), 
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2.73 (t, J = 7.5 Hz, 2H), 2.41 (t, J = 7.5 Hz, 2H) 0 
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M3 (15 0) 



2- (2- (2- (^-7^l/>-2-^;!/) xf^) -4- tXvV—fr 



COOH 




T L C : R f 0.25 (fi^Rai^;!/) ; 

NMR (300 MHz, CDClg) : 6 7.83 (m, 3H), 7.68 (s, 1H), 7.56-7.23 (m, 6H), 
6.80-6.74 (m, 2H), 6.29-6.27 (m, 1H), 5.29 (s, 2H), 4.52 (s, 2H), 4.26 (t, J = 6.9 Hz, 
2H), 4.01 (s, 2H), 3.23 (t, J = 6.9 Hz, 2H) 0 



MZ (15 1) 

3- (2- (2- (1-**V-1, 2,3, 4-rh7bHO'fV^'J 

>-2— f;iO ^h^>) -4- i--f 



COOH 




TLC : Rf 0.47 (i'DD^M : *9J—ft= 1 0 = D 5 

NMR (300 MHz, CDC1,) : (J 8.04 (d, J = 7.2 Hz, 1H), 7.54 (s, 1H), 7.48-7.04 (m, 

« 

5H), 6.74 (d, J = 7.2 Hz, 1H), 6.65 (s, 1H), 6.27 (m, 1H), 5.25 (s, 2H), 4.20-4.08 (m, 
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2H), 4.05-3.94 (m, 2H), 3.18 (t, J = 6.6 Hz, 2H), 3.00 (t, J = 6.6 Hz, 2H), 2.93-2.80 
(m,2H), 2.66-2.53 (m,2H) 0 

mmm3 (15 2) . 

3- (2- (2- d-7*V>-2-<<)\') ^b^» -4- (2- (t^7 




TLC : Rf 0.45 (i'DD^l/A : *9 J—ft= 19:1) ; 

NMR (300 MHz, CDC1 3 ) :d> 7.84-7.76 (m, 3H), 7.73 (s, 1H), 7.56-7.37 (m, 4H), 

7.13 (d, J = 1.9 Hz, 1H), 7.02 (d, J = 7.5 Hz, 1H), 6.59 (dd, J = 7.5, 1.5 Hz, 1H), 6.43 
(d, J = 1.5 Hz, 1H), 6.15 (t, J = 1.9 Hz, 1H), 4.29 (t, J = 7.4 Hz, 2H), 4.16 (t, J = 6.7 
Hz, 2H), 3.23 (t, J = 6.7 Hz, 2H), 3.08 (t, J = 7.4 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 
2.51 (t, J = 7.8 Hz, 2H)„ 

mmm3 (15 3) 

3- (2- (2- (ft7x>-2-f;V) xh^i/) -4- (^7^ 

-1 — r;M^;v) 7xr;i/) :rn;i>^ 




TLC : Rf 0.48 (^DD^M : ;V=9 : 1) ° 
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mum 3 (15 4) 

3- (2- (2- (^7i>-3--f;V) ^h^» -4- 



TLC : Rf 0.48 (^DD^M : — ;i>=9 : 1) o 
IBltefll3 (15 5) 

3- (2- (3-^n^=JfiWl'7 , P#3r^) -4 - (K5\7— ;V- 1 — f 
10 7Urt>WL 



TLC : Rf 0.50 (^DD*;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, DMSO-d,) : 6 12.03 (s, 1H), 7.78 (d, J = 2.1 Hz, 1H), 7.43 (m, 
1H), 7.06 (d, J = 7.8 Hz, 1H), 6.81 (s, 1H), 6.64 (d, J = 7.8 Hz, 1H), 6.24 (t, J = 2.1 
15 Hz, 1H), 5.24 (s, 2H), 3.88 (t, J = 6.3 Hz, 2H), 2.72 (t, J = 7.5 Hz, 2H), 2.42 (t, J = 
7.5 Hz, 2H), 1.70-1.62 (m, 7H), 1.34-1.14 (m, 6H), 0.92-0.84 (m, 2H) . 

ggggy (15 6) 




COOH 



5 




COOH 
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3- (2- (2-7x>>*3/xh*3/) -4" 

)]/) 7i-;H 7*0/^8 



TLC:Rf 0.50 (^DD*M:^^^-^=9 : D > 
NMR (300 MHz, DMSO-d s ) : 6 12.01 (s, IK), 7.79 (d, J = 2.1 Hz, 1H), 7.44 (s, 
1H), 7.31-7.26 (m, 2H), 7.08 (d, J = 7.5 Hz, 1H), 6,98-6.93 (m, 4H), 6.68 (d, J = 7.5 
Hz, 1H), 6.25-6.24 (m, IK), 5.26 (s, 2H), 4.32-4.26 (m, 4H), 2.72 (t, J = 7.5 Hz, 2H), 
2.45-2.43 (m, 2H)o 

mmm3 (15 7) 



.3- (2- (2- (N-pWU-N-^-^T^) ~4- 

^ >v XOOH 



TLC : Rf 0.30 (-^fy-> :f^^= 1 : U 0.5%^) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.53 (d, J = 2.1 Hz, 1H), 7.34 (d, J = 2.1 Hz, 1H), 
7.27-7.19 (m, 2H), 7.11 (d, J = 7.8 Hz, IK), 6.78-6.63 (ro, 5H), 6.26 (t, J = 2.1 Hz, 
1H), 5.23 (s, 2H), 4.09 (t, J = 5.4 Hz, 2H), 3.76 (t, J = 5.4 Hz, 2H), 3.03 (s, 3H), 2.88 
(t, J = 7.5 Hz, 2H), 2.58 (t, J = 7.5 Hz, 2H) 0 




COOH 
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mm ^\3 (15 8) 

3- (2- (2-7x-;i/xh^» -4- (3-^7x;W^) 

* 




T L C : R f 0.40 ("^MJ-> : fta^= 1:1); 

NMR (300 MHz, CDC1 3 ) : 6 7.39-7.15 (ra, 10H), 6.90-6.87 (m, 2H), 5.00 (s, 2H), 

4.20 (t, J = 6.6 Hz, 2H), 3.12 (t, J = 6.6 Hz, 2H), 2.93-2.88 (m, 2H), 2.58-2.53 (m, 

2H)p 

mmm3 (15 9) 

3- (2- (2-7x^xh^» -4- (2-*UU-l-*W7± 




T L C : R f 0.54 (^Mf> : WfB^^= 1 : 1 ) » 

N M R (300 MHz, CDC1 3 ) : 6 7.34-7.19 (ra, 6H), 7.13 (d, J = 7.8 Hz, 1H), 7.00 (brs, 
1H), 6.92 (brd, J = 7.8 Hz, 1H), 6.78 (brs, 1H), 6.71 (brd, J = 7.8 Hz, 1H), 5.06 (s, 
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2H), 4.22 (t, J = 6.6 Hz, 2H), 3.11 ft J = 6.6 Hz, 2H), 2.92-2.87 (m, 2H), 2.57-2.52 
(ra,2H),2.29(s,3H)o 



jj3 (16 0) 
5 3- (2- (3-7x-^PW) 



-4- (l£9VT— ft- 1 —4A'*3 m - 



COOH 




TLC : Rf 0.52 (?DP*;W* : 10:1) 



r. 



io artfc<*3 (16D_ 

3- (2- (4-7 



=;i/7h^^) -4- 



COOH 




TLC : Rf 0.52 (^ddW : 10:1). 



15 




(162) 

(2E) -3- (2- (2- (2, 5, 7, 8-yh5^-6-tKn 
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^ ^ XOOH 



TLC : Rf 0.46 (^DD*;VA : J— /U=8 : 1) ; 

5 N M R (300 MHz, CD 3 OD) : 8 9.01 (s, 1H), 7 .94 (d, J = 16.2 Hz, 1H), 7.63 (d, J 
= 8.1 Hz, 1H), 7.60-7.55 (m, 2H), 7.03 (s, 1H), 6.94 (d, J = 8.1 Hz, 1H), 6.51 (d, J = 
16.2 Hz, 1H), 5.45-530 (m, 2H), 4.42-4.20 (m, 2H), 2.70 -2.60 (m, 2H), 2.26-1.80 
(m, 4H), 2.11 (s, 3H), 2.08 (s, 3H), 2.04 (s, 3H), 1.35 (s, 3H) 0 

10 3^13 (16 3) 

3 - (2- (3, 3-^7i-;i'7'DW) -4- ( t7«- 1 

;M^) 71-^ t*d^>K 

XOOH 



TLC : Rf 0.42 (^Dn^l/A : ^=9 : 1) ; 

15 NMR (300 MHz, CDC1,) :.<? 7.51 (d, J = 2.1 Hz, 1H), 7.32 (d, J = 2.1 Hz, 1H), 
730-7.15 (m, 10H), 7.11 (d, J = 7.8 Hz, 1H), 6.68 (d, J = 7.8 Hz, 1H), 6.54 (s, 1H), 
6.24 (t, J = 2.1 Hz, 1H), 5.20 (s, 2H), 4.24 (t, J = 7.8 Hz, 1H), 3.87 (t, J = 6.3 Hz, 2H), 
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2.94 (t, J = 7.8 Hz, 2H), 2.67 (t, J = 7.8 Hz, 2H), 2.52 (dt, J = 7.8, 6.3 Hz, 2H) 0 

mmm3 (16 4) 

3- (2- (2- (N, N-^7i-;b7^) ^h=^» -4- (K7^ 




TLC : Rf 0.44 (^DD^M : ^^7— ;i/=9 : 1) ; 

t 

NMR (300 MHz, CDC1 3 ) : (5 7.52 (d, J = 2.1 Hz, 1H), 7.33 (d, J = 2.1 Hz, 1H), 
7.30-7.20 (ra, 4H), 7.12-7.02 (ra, 5H), 6.98-6.92 (m, 2H), 6.71 (d, J = 7.8 Hz, 1H), 
6.63 (s, 1H), 6.25 (t, J = 2.1 Hz, 1H), 5.21 (s, 2H), 4.20-4.10 (ra, 4H), 2.85 (t, J = 7.8 
Hz, 2H), 2.54 (t, J = 7.8 Hz, 2H)o 

TL C : Rf 0.50 (^nn*;i/A : ;i/= 10 : D o 

mm 3 (16 5) 

* 

3 - (2- (2- (4-7x-;v^7^>- 1 -4M ^h^» -4- 
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COOH 





TLC : Rf 0.50 (^nn*M : *9 J — )V=5 : 1) 



mm 3 (16 6) 

5 3- (2- (2- (4-7i-;i/-l, 2, 3, 6 t Kn tf U i?l 

-1 — r;V) xh3^» -4- -4 7xx;i/) 




COOH 




TLC : Rf 0.51 (^DD*M : J— ;P= 5 : 1) o 



10 



«3 (16 7) 

3 - (2- (2- (4-7x-;vt^U^>-l-'f^) ^h^) -4 



COOH 




15 



TLC : Rf 0.47 (PuuftJlk : **^-;i/=5 : 1) • 



I 
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\mm3 (16 8) 

3- (2- (2- (7x;W>-l 0-' f;V) ^h=^» -4- (£5 



COOH 




[7UH*] 

TLC:Rf0.23 (^DO*M : 9 : 1) ,* 

N M R (300 MHz, CDClj) : 6 7.53 (d, J = 2.1 Hz, 1H), 7.35 (d, J = 2.1 Hz, 1H), 
• 7.12 (d, J = 15 Hz, 1H), 6.83-6.60 (m, 10H), 6.26 (t, J » 2.1 Hz, 1H), 5.24 (s, 2H), 
10 4.17 (t, J = 5.7 Hz, 2H), 3.98 (t, J = 5.7 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 
7.8 Hz, 2H)„ 

TLC : Rf 0.47 (^DO^W : J— JV= 1 0 : 1) „ 



15 mmm3 (is 9) 

4- (2- (2-7irjl/xf^) -4- (3-W7i;W^) 
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CN 



TLC : Rf 0.56 (puuMJ* : — A/= 1 0 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.43-7.08 (m, 10H), 6.94-6.84 (m, 2H), 5.00 (s, 2H), 
4.18 (t, J = 6.8 Hz, 2H), 3.11 (t, J = 6.8 Hz, 2H), 2.63 (t, J = 7.4 Hz, 2H), 2.31 (t, J = 
5 7.4 Hz, 2H), 1.94-1.77 (m, 2H) o 

&mm3 (no) 

4- (2- (2- i1-79V>-2-<<JU) xh^Sx) -4- (3-5>7V 




TLC : Rf 0.63 (^no^A : 10:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.84-7.75 (m, 3H), 7.73 (s, 1H), 7.49-7.31 (ra, 4H), 
7.28-7.14 (m, 3H), 7.09 (d, J = 8.1 Hz, 1H), 6.92-6.84 (m, 2H), 4.99 (s, 2H), 4.27 (t, 
J = 6.6 Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H), 2.62 (t, J = 7.7 Hz, 2H), 2.25 (t, J = 7.7 Hz, 
15 2H), 1.90-1.76 (m,2H) 0 

&mma (17 l) 

190 



WO 03/016254 



PCT/JP02/08120 



2- (2- (2- (i~7^]/>-2—(JV) ih^) -4- (K7^ 




COOH 




T L C : R f 0.45 (fifl»x^-;i/ : * * ^ -;i/= 3 : 1 ) ; 

5 NMR (300 MHz, DMSO-d 4 ) : 6 8.25 ft J = 5.4 Hz, 1H), 7.88-7.76 (m, 6H), 
7.53-7.45 (m, 4H), 7.10 (s, 1H), 6.79(dd, J = 8.1, 1.5 Hz, 1H), 6.27 ft J = 2.1 Hz, 
1H), 5.35 (s, 2H), 4.42 (t, J = 6.6 Hz, 2H), 3.84 (d, J = 5.4 Hz, 2H), 3.33-3.29 (m, 
2H) 0 



10 



#!I3 (172) 



3 - (2- (2- (2-p<^;i"f ^*v-;i/- xb=^» -4- 



COOH 




TLC : Rf 0.50 (p**^-^) ; 
15 NMR (300 MHz, DMSO-d 6 ) : 6 1.11 (d, J = 2.1 Hz, 1H), 7.42 (d, J = 2.1 Hz, 1H), 
7.09-7.05 (m, 2H), 6.83 (s, 1H), 6.71-6.65 (m, 2H), 6.24 ft J = 2.1 Hz, 1H), 5.23 (s, 
2H), 4.28 (t, J = 4.8 Hz, 2H), 4.14 ft J = 4.8 Hz, 2H), 2.66 ft J = 7.5 Hz, 2H), 2.30- 
2.26(m,5H) 0 
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mWM3 (17 3) 

3 - (2- (s-yi-M^w^^) -4- ix^v—fy- 1 — 




TLC : Rf 0.63 (^PD*M : — ;i/= 1 0 : 1) 0 

mmm3 (i 74) 

3- (2- (6-7i-;k^;^^) -4- (t^y-^-i-wvv 

^ ^ XOOH 




TLC : Rf 0.61 (^nD$M : ;i/= 10: Do 

mMM3 (17 5) 

3 - (2- (2- (^7*l/>-2-^;i/) xh^» -4-th*D^^' 
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.-/^.COOH 




TLC : Rf 0.51 (^DD^;b2x : J — ;i/= 10: 1) » 

* ^ 

jtftBflil3 (17 6) 



3 _ ( 2 - (3- (N-^^~N-7xrjV7U) 7*D#^» -4- 

^ ^ XOOH 



TLC : Rf 0.36 (7DD*;i/A : 19:1) ; 

N M R (300 MHz, CDClj) : 6 7.54 (d, J = 1.8 Hz, 1H), 7.36 (d, J = 2.4 Hz, 1H), 
7.28-7.18 (m, 2H), 7.14 (d, J = 7.5 Hz, 1H), 6.77-6.62 (m, 5H), 6.27 (dd, J = 2.4, 1.8 
Hz, 1H), 5.26 (s, 2H), 3.96 (t, J = 5.4 Hz, 2H), 3.53 (t, J = 7.2 Hz, 2H), 2.98 (t, J = 
7.8 Hz, 2H), 2.93 (s, 3H), 2.67 (t, J = 7.2 Hz, 2H), 2.05 (m;-2H)o 



^flfifll3 (17 7) 

3- (2- (2- (N-xf;HN-7i-;V7^) ^h^» -4- (t: 
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[7 y— #] 

TLC : Rf 0.38 (?DD*;UA 9 :1) > 

N M R (300 MHz, CDC1 3 ) : 6 7.53 (d, J = 2.1 Hz, 1H), 7.35 (d, J = 2.4 Hz, 1H), 
7.25-7.18 (ra, 2H), 7.12 (d, J = 7.5 Hz, 1H), 6.77-6.64 (m, 5H), 6.26 (dd, J = 2.4, 2.1 
5 Hz, 1H), 5.23 (s, 2H), 4.07 (t, J = 6.0 Hz, 2H), 3.71 (t, J = 6.0 Hz, 2H), 3.46 (q, J = 
6.9 Hz, 2H), 2.91 (t, J = 7.2 Hz, 2H), 2.59 (t, J = 7.2 Hz, 2H), 1.17 (t, J = 6.9 Hz, 2H) 8 

TLC: Rf 0.64 (^DD^M : *9 J—)^ 1 0 : 1) 0 



10 mm.M3 (17 8) 

3- (2- (2- (N- (2-\i\ i U^>^JV) -N-7x^;i/7^) 

xh^» -4- (^7^-;v-i-w;m^) t*d^>i 

.COOH 




TL C : Rf 0.41 (^dd^VA : ;v=9 : 1) ; 

15 N M R (300 MHz, CDC1 3 ) : S 7.53 (d, J = 1.8 Hz, 1H), 7.35 (d, J = 2.4 Hz, 1H), 

t 

7.27-7.21 (ra, 2H), 7.11 (t, J = 7.8 Hz, 1H), 6.82-6.69 (m, 5H), 6.26 (dd, J = 2.4, 1.8 
Hz, 1H), 5.22 (s, 2H), 4.13 (t, J = 4.8 Hz, 2H), 3.86-3.78 (ra, 4H), 3.61 (t, J = 6.0 Hz, 
2H), 2.92 (t, J = 7.5 Hz, 2H), 2.57 (t, J = 7.5 Hz, 2H) 0 



20 33fc#l3 (17 9) 

3- (2 - (2- (3 - (V^VV>- 1— OV) 7x-;i/) 

4- (t^y-;i/- i-^;m^;v) 7^-;v) rn/^i 



■: c 
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COOH 



o 



TLC : Rf 0.40 : Ml*^= 1 : 2 > ; 

NMR (300 MHz, CDClj) : d 7.53 (d, J = 2.1 Hz, 1H), 7.36 (d, J = 2.1 Hz, 1H), 
7.20 (t, J = 7.8 Hz, 1H), 7.11 (d, J = 7.8 Hz, 1H), 6.92 (s, 1H), 6.85-6.70 (m, 3H), 
6.66 (s, 1H), 6.26 (t, J = 2.1 Hz, 1H), 5.25 (s, 2H), 4.13 (t, J = 6.6 Hz, 2H), 3.15-3.11 
(m, 4H), 3.02 (t, J = 6.6 Hz, 2H), 2.89 (t, J = 7.5 Hz, 2H), 2.52 (t, J = 7.5 Hz, 2H), 
1.76-1.69 (m, 4H), 1.60-1.54 (ra, 2H)o 

§H M3 (18 0) 

3- (2- (2- o- (*;v*<;v-4— r;v) 7*-^) ^h^» - 

4 _ (^^v-^-i-^^^^v) t-p^v^ 



TLC : Rf 0.25 : ^^;v= 1 : 2) ; 

NMR (300 MHz, CDC1,) : 5 7.53 (d, J = 1.8 Hz, 1H), 7.36 (d, J = 1.8 Hz, 1H), 
7.22 (t, J = 7.8 Hz, 1H), 7.10 (d, J = 7.8 Hz, 1H), 6.84-6.66 (m, 5H), 6.27 (t, J = 1.8 
Hz, 1H), 5.25 (s, 2H), 4.12 (t, J = 6.6 Hz, 2H), 3.88-3.85 (m, 4H), 3.17-3.14 (m, 4H), 
3.03 (t, J = 6.6 Hz, 2H), 2.88 (t, J = 7.8 Hz, 2H), 2.53 (t, J = 7.8 Hz, 2H)o 




COOH 
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mm 3 (18D 

3- (2- (2 - (*7*l/>-2— <fr) xh^r>» 



-4- (1-fc h*n 



COOH 




TL C : Rf 0.56 (^nD*AA : ^^7— ;V= 10: Do 



fflSflt!3 (18 2) 
3- (2- (2- (7 v 7^l/>-2—f ;u) 



-4- (fc^\7— ;U 




COOH 



TLC : Rf 0.53 (#na*;i/A : J— ;V : H®= 18: 1 : 1) 



(18 3) 

3- (2- (2-th'D^>-2- (±7*1/ 2 —f;U) 

4- (3-^>7;7x;^f;i/) 7i-;i/) 7*d^> 



COOH 
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TLC : Rf 0.39 (^*tf> : 1 • ^ O^XIW) 5 

NMR (300MHz, CDC1,) I 6 7.92 (s, 1H), 7.88-7.80 (m, 3H), 7.57-7.44 (m, 3H), 
7.34 (m, 1H), 7.25-7.12 (m, 4H), 6.93 (d, J = 7.8 Hz, 1H), 6.86 (s, 1H), 5.32 (dd, J = 
7.8, 3.6 Hz, 1H), 4.97 (s, 2H), 4.23 (dd, J = 9.3, 3.6 Hz, 1H), 4.14 (dd, J = 9.3, 7.8 Hz, 
1H), 3.10-2.90 (m, 2H), 2.63 (m, 2H) 0 



mm 3 (18 4) 
3- (2- (2- (1, 2, 3, 4 

-4- (t^\/-;v-i 



COOH 




TLC : Rf 0.30 (^DO*;VA : Jl'- 1 0 : 1) ; 

NMR (300 MHz, CDC1 3 ) : <5 7.55 (d, J = 1.8 Hz, 1H), 7.38 (d, J = 2.4 Hz, 1H), 
7.18-7.03 (ra, 5H), 6.75 (d, J = 7.5 Hz, 1H), 6.66 (s, 1H), 6.28 (m, 1H), 5.27 (s, 2H), 
4.09 (t, J = 4.5 Hz, 2H), 3.88 (s, 2H), 3.11-2.94 (m, 8H), 2.32 (t, J = 8.4 Hz, 2H)o 



:flgffl |3 (18 5) 

3- (2- (2- (9-^^;v*;wnV-;v-2-^;v) 

COOH 



ih^» -4- 
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TLC : Rf 0.36 (£nn*;W» : ;v=9 : 1) ; 

NMR (300 MHz, CDa 3 ) : 6 8.09-7.99 (m, 3H), 7.53 (d, J = 1.8 Hz, 1H), 
7.49-7.05 (m, 6H), 6.74-6.67 (m, 2H), 6.25 (dd, J = 2.1, 1.8 Hz, 1H), 5.24 (s, 2H), 
4.23 (t, J = 6.6 Hz, 2H), 3.83 (s, 3H), 3.28 (t, J = 6.6 Hz, 2H), 2.89 (t, J = 7.8 Hz, 2H), 
5 2.52 (t, J = 7.8 Hz, 2H)o 

mmm3 a 8 6) 

3- (2- (2- (3- (4 -t^KY.^vy- 1 — 7i-;i/) 31 

r 



TLC : Rf 0.20 (^on^M : ;i/=9 : 1) ; 

NMR (300 MHz, DMSO-d s ) : 6 7.77 (d, J = 2.1 Hz, 1H), 7.42 (s, 1H), 7.14-7.04 
(m, 2H), 6.87-6.63 (m, 5H), 6.23 (t, J = 2.1 Hz, 1H), 5.23 (s, 2H), 4.08 (t, J = 6.6 Hz, 
2H), 3.12-3.08 (m, 4H), 2.94 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.44-2.41 
15 (m, 4H), 2.35 (t, J = 7.5 Hz, 2H), 2.20 (s, 3H) 0 

mmm3 (is 7) 

3 - (2- (2- (3 - (4-T-fe5 L ;i/t^7^>-l--f;i') 

-4- (K^^-l-'f/l'y^) 7i-^) T'D/^i 
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TLC : Rf 0.40 (^DP$W : *9 J — ;V= 9 : 1) ; 
N MR (300 MHz, CDC1 3 ) : 6 7.53 (d, J = 2.1 Hz, 1H), 7.35 (d, J = 2.1 Hz, 1H), 
7.21 (t, J = 7.8 Hz, 1H), 7.08 (d, J = 7.8 Hz, 1H), 6.87-6.65 (m, 5H), 6.26 (t, J = 2.1 
5 Hz, 1H), 5.24 (s, 2H), 4.11 (t, J = 6.0 Hz, 2H), 3.79-3.75 (m, 2H), 3.64-3.61 (m, 2H), 
3.19-3.11 (m, 4H), 3.03 (t, J = 6.0 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 2.51 (t, J = 7.8 
Hz, 2H), 2.15 (s, 3H) 0 

rnmm3 (188) 

10 3- (2- (2-7*-fr7$;^h^» -4- {KvV-K-l-Jfr 




TLC : Rf 0.56 (^uu^)VA : 10:1) ; 

N M R (300 MHz, CDC1 3 ) : 6 7.54 (d, J = 1.5 Hz, 1H), 7.36 (d, J = 2.1 Hz, 1H), 

* 

15 7.22-7.09 (rn, 3H), 6.77-6.64 (m, 6H), 6.27 (t, J = 2.1 Hz, 1H), 5.25 (s, 2H), 4.10 (t, J 
= 8.1 Hz, 2H), 3.53 (t, J = 8.1 Hz, 2H), 2.94 (t, J = 7.5 Hz, 2H), 2.61 (t, J = 7.5 Hz, 
2H) 0 
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mm 3 (18 9) 

3- (2- (2- {1r7*>\,y-2,-' xh^» -4- (N-^-fe^ 



COOH 




TLC : Rf 0.45 (^DD^M : *#^-;i/=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : d - 7.82-7.78 (ro, 3H), 7.75 (s, 1H), 7.45-7.41 (m, 3H), 

» * 

7.11 (d, J = 7.5 Hz, 0.4H), 7.06 (d, J = 7.5 Hz, 0.6H), 6.75 (brs, 0.6H), 6.71 (brd, J = 
7.5 Hz, 0.6H), 6.64 (brd, J = 7.5 Hz, 0.4H), 6.59 (brs, 0.4H), 4.50 (s, 1.2H), 4.44 (s, 
0.8H), 4.27-4.23 (m, 2H), 3.29-3.23 (m, 2H), 2.91 (s, 1.2H), 2.90-2.85 (m, 2H), 2.88 
(s,1.8H), 2.55-2.49 (m,2H), 2.13 (s,3H) 0 .. 



M3 (1.9 0) 



3- (2- (2- (^7^1/>-2-^;i/) :nb^» -4- (N-^h* 



COOH 




TLC : Rf 0.14 (^tJ-> :Mlx^s=2 : 1) ; 

NMR (300 MHz, CDClj) : 6 7.81-7.78 (m, 3H), 7.74 (brs, 1H), 7.45-7.41 (m, 3H), 
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7.07 (d, J = 7.5 Hz, 1H), 6.78-6.66 (m, 2H), 4.39 (brs, 2H), 4.25 (t, J = 6.6 Hz, 2H), 
4.17 (q, J = 6.9 Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H), 2.91-2.70 (m, 5H), 2.55-2.50 (m, 



* 

TLC : Rf 0.50 (n-^V > : |®i^= 1 : 2) . 
HgSffJ3 (19 1) 

3- (2- (2- (N-^>^;i/-N-^^;i/7^y) xh^) -4 - 

7^-;i/-i--i';M5 : -;v) 7ir;i/) 7 , n;t>|| 



TLC : Rf 0.40 (^DD*;i/A : ;i/= 1 0 : 1) 0 

$mM3 (19 2) 

3- (2- (2- (N-^^^U-N-x^T^y) x h*is) -4- (tr 

XOOH 



2H), 1.28-1.23 (m, 3H) 




COOH 
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TLC : Rf 0.40 (^DD^M : *9J—)V=l 0 : 1) „ 

mrnmz (19 3) 

3- (2- (2- (N-7i-;i/-N-7o^7U) -4- 

5 (K^y-^-i-'f^M^) 7^-;i/) ro^>» 




TLC : Rf 6.48 (^DD^M : jA&S—J\'= 10:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.53 (d, J = 2.1 Hz, 1H), 7.35 (d, J = 2.1 Hz, 1H), 
7.26-7.16 (m, 2H), 7.11 (d, J = 7.8 Hz, 1H), 6.76-6.61 (m, 5H), 6.26 (t, J = 2.1 Hz, 
10 1H), 

5.23 (s, 2H), 4.07 (t, J = 6.0 Hz, 2H), 3.74 (t, J = 6.0 Hz, 2H), 3.33 (t, J = 7.8 Hz, 2H), 
2.90 (t, J = 7.8 Hz, 2H), 2.59 (t, J = 7.5 Hz, 2H), 1.72-1.56 (m, 2H), 0.93 (t, J = 7.2 
Hz,2H) 0 

15 CT0>J3 (19 4) 

3 - (2 - (2- (6-* Y^y-^y^Vy-2-^))y) xf^» -4 

- (H7^-;i/-l--f;W^i/) 7^-;i/) 7n.^>® 
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COOH 




[7'J-S] 

TLC : Rf 0.67 (n-^#> : BSxf;v= 1 : 2) ; 
NMR (300 MHz, CDC1 3 ) : 7.72-7.62 (m, 3H), 7.53 (d, J = 0.9 Hz, 1H), 
7.40-7.32 (m, 2H), 7.16-7.05 (m, 3H), 6.74-6.65 (m, 2H), 6.25 (t, J = 2.1 Hz, 1H), 
5.24 (s, 2H), 4.18 (t, J = 6.6 Hz, 2H), 3.89 (s, 3H), 3.19 (t, J = 6 .6 Hz, 2H), 2.87 (t, J 
= 7.5 Hz, 2H), 2.50 (t, J = 7.5 Hz, 2H) 0 

TLC : Rf 0.51 (^DD*;i/A : ^^y— ;i/= 1 0 : 1) □ 

mmm3 d 9 5) 

3- (2- (2- (tU\y^W—)\y-9-^^) xh^>) -4- 

.COOH 




[7'J-W 

TLC : Rf 0.51 (i'DD^M : *9 J 10:1) ; 
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NMR (300 MHz, DMSO-d 6 ) : 6 '8.15 (d, J = 8.1 Hz, 2H), 7.77-7.65 (ra, 3H), 
7.51-7.38 (m, 3H), 7.21 (t, J = 7.5 Hz, 2H), 6.96 (d, J = 7.8 Hz, 1H), 6.82 (s, 1H), 

i 

6.61 (d, J = 7.8 Hz, 1H), 6.23 (brs, 1H), 5.19 (s, 2H), 4.92-4.80 (m, 2H), 4.35-4.25 
(m, 2H), 2.45 (t, J = IS Hz, 2H), 2.12 (t, J = 7.5 Hz, 2H) 0 

TLC : Rf 0.51 (^DD^;i/A : )V= 1 0 : 1) ; 

NMR (300 MHz, DMSO-d s ) : 6 8.13 (d, J = 7.8 Hz, 2H), 7.76-7.68 (m, 3H), 
7.45-7.40 (m, 2H), 7.38 (s, 1H), 7.19-7.16 (m, 2H), 7.00 (d, J = 7.8 Hz, 1H), 6.74 (s, 
1H), 6.58 (d, J = 8.4 Hz, 1H), 6.20 (t, J = 2.1 Hz, 1H), 5.16 (s, 2H), 4.82-4.76 (m, 
2H), 4.26-4.16 (m, 2H), 2.45-2.40 (m, 2H), 2.00-1.92 (m, 2H) o 

mmm3 a 9 6) 

3 - (2 - (2- (9, 1 h*DT^U^>—9-^->- 1 0— i )V) 



COOH 




TLC : Rf 0.45 (^PO^A : ^^7— ;U= 10:1) ; 
NMR (300 MHz, DMSO-d fi ) : 6 8.37 (dd, J = 8.1 Hz, 2H), 8.05 (d, J = 8.7 Hz, 
2H), 7.90-7.80 (m, 2H), 7.74 (d, J = 1.8 Hz, 1H), 7.41 (d, J = 1.8 Hz, 1H), 7.36 (t, J = 
7.2 Hz, 2H), 6.99 (d, J = 7.5 Hz, 1H), 6.88 (d, J = 1.2 Hz, 1H), 6.63 (dd, J = 7.5, 
1.2 Hz, 1H), 6.23 (t, J = 1.8 Hz, 1H), 5.20 (s, 2H), 5.08 (t, J = 5.1 Hz, 2H), 4.43 (t, J 
= 5.1 Hz, 2H), 2.47 (t, J = 7.8 Hz, 2H), 2.12 (t, J = 7.8 Hz, 2H)o 
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mum 3 (19 7) 

3- (2- (2- (N-7x-;v-N-^ f ;vx;^-;i/7 ^ ; ) 
-4- t\£5V—fr-l-4JU*9-fr) 7i-W runy 




COOH 



o 

o 0 =s 




TLC : Rf 0.49 (£DD*;i/A : fr= 10:1) 



mmmz a 9 8) 

3- (2- (2- (N-T-fe^-N-7^-;bT^y) ^h^r^) -4- 
10 (\Z?)J—A/- 1-4 frtf-fr) 7i-;i/) 7-0/1> 



COOH 




TLC : Rf 0.50 (^dd^M : 10:1). 



mW3 (19 9) 

15 3- (2- (2- (N-^>^l/-N-7ir;i/7U) xh^) -4 
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COOH 




TLC : Rf 0.23 (n-^^r1t> : M^;V= 1 : 1) » 
fyS0!l3 (2 0 0) 

3- (2- (2- (N- (2 -N-7i-^7U) 

- 4- (K7V-;v- 1 — r;k*?-;i/) 7D^>f 




TLC : Rf 0.50 (^DD^l/A : fr= 1 0 : 1) 0 

msM3 (2 0 1) 

3- (2- (3- (7i;W>-10-'f;i') rn^dp*/) -4- (t£ 
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TLC : Rf 0.50 (^DD^M : **J—))/= 19:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.55 (dd, J = 2.1, 0.6 Hz, 1H), 7.36 (dd, J = 2.1, 0.6 
Hz, 1H), 7.15 (d, J = 7.5 Hz, 1H), 6.80-6.71 (m, 3H), 6.68-6.59 (m, 5H), 6^6-6.50 
(m, 2H), 6.27 (t, J = 2.1 Hz, 1H), 5.26 (s, 2H), 4.04 (t, J = 5.6 Hz, 2H), 3.78-3.68 
(m, 2H), 3.01 (t, J = 7.8 Hz, 2H), 2.68 (t, J = 7.8 Hz, 2H), 2.20-2.08 (m, 2H) o 

mmm3 (2 0 2) 

3- (2- (2- (±7*l/>-2-<f xh^r^) -4- (N-7i- 

H 

a" 

TLC : R f 0.46 (n-^V> : : ft&x?-;p= 1 : 2 ) ; 
NMR (300 MHz, DMSO-d s ) : 6 10.11 (s, 1H), 7.91-7.82 (m, 4H), 7.76-7.69 (m, 
2H), 7.57-7.41 (m, 5H), 7.38-7.29 (m, 2H), 7.26 (d, J = 7.8 Hz, 1H), 7.08 (m, 1H), 
4.38 (t, J = 6.3 Hz, 2H), 3.26 (t, J = 6.3 Hz, 2H), 2.80 (t, J = 7.6 Hz, 2H), 2.42 (t, J = 
7.6 Hz, 2H) 0 
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95 




O CH 3 

I^CH 3 
CH, 3 



2 - t -y h^>>*;^-;i,-4-^^;i/7ai^;i/3— ^-f h* (1.0 g) © 
HffifliAft* (10.0ml) gftttx 5 O'C^N-ro^^^-Y * K (6 4 5 m 
g) ^ 3HWb^>\/^;i/ (7 6 mg) £fiD;L> 1 6 ftHAlft&& U 

ffkftfclTnA&ON, N-^^^;i/A7^ K (3.0ml) $§$fcfcBf& 

4 

*y£A (3 0 0mg) £fln;ts M§ 5 0 'CT bfeo BJfoM 

4*7A^DTh^77^- (n— : i^xfjV= 8 : 1) Tf» 
bTs J^TO^M&WT^Mfb-^J (2 8 5mg) fcftfc. 
TLC : Rf 0.23 (n-^ifi'rftfix^s 10: 1) . 



me 



3- [4^7'-feh^^^;V-2- (t -7l*i'ti)\'-#=-)\') 7ir;v] 
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H 3 C 




1^CH 3 
CH, 3 



_ (t-7*h^i^*;^-;v) 7i=iH ro^vRxf-^x^?;!/ (4.5 g) 

5 4f f>7tFD77> (5 Oml) fc'ct^^y-^ (13ml) ©M'n 
ItSgife, ^©»{c0 8 Ct:Zl^b-^^;i/67j<fn^ (3.4 g) *ftl*.. 

s h;* a (2.0 g) m-ew^o'cn 

2 0£Mflt#Ufc. h^ilF^x^x-f^SiD^ -fe 



10 7k-C«s»U WBUTWT©«H£te**"r 



s«Sfti£« 0.8 g) £#fc 0 

TLC : Rf 0.19 (n-A*t>:Bax^=5 : 1) o 



i. 




COOH 



afMG-ewtbitiiMh (3.8 g) ©aMb^f-i^ (4.0m i) «^ 
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Wzt-v-)v (2.0ml) *^vhU7;i/*niMK (5.0ml) *1)nz.s 

TLC : Rf 0.63 (^nn^A : ;P=9 : 1) o 



3- [2- ( (t7^>-l-<;M^) */WTC-f/l/) 




^JT-e^tbfe'fb-^ (3.2 g) ©^h^V (2 0ml) Sit^ 
[ST-^ifU^^n^-f K (l.oml) fc^tfN, N-i^^WM7^ 

th;vx^»tfe. mmomh^^vy (iomi) mm*. 

)V*?))s7%y (2.1ml) ©igfb^^l/V (3 0ml) -KU5» (1.8ml) 
^{C0°C-C-SP^ S^»*lBSIHS!S i bfc. afciB£#fK 2 N*SR (7.0m 

#s»& sstts &t <D%)&n*%t z mmit^ (4.5 g ) 

TLC : Rf 0.25 (n-^if> : ft»i^ 3 2 : D • 



210 



WO 03/016254 



PCT/JP02/08120 



3- [2- ( a-7*\/>- 1-4 #;ww;u) 

0 



^%m%l:W&^fcih&m (10.9mm o 1) (D^fS—Jl (4 0ml) ^ 
£ N O'C-e^-hU^A^b^^K (740mg) ^iJD^v £ 2 0 #113 

^37^_ (n-^it> : 1 : 1) T-i?fMl-/T> WT©$I'I4 

I^ftSlM (3.2g) £#fco 

TL C : Rf 0.20 (n-^ri*-> : ftRx^= 1:1); 
NMR (300MHz, CDQ,) : (J 8.14 (d, J - 8.7 Hz, 1H), 7.92-7.79 (m, 2H), 7.62- 
7.40 (m, 3H), 736-7.10 (m, 4H), 6.61 (t, J = 5.4 Hz, IK), 5.08 (d, J = 5.4 Hz, 2H), 
4.59 (s, 2H), 4.03 (q, J = 7.2 Hz, 2H), 3.06 (t, J = 7.4 Hz, 2H), 2.67 (t, J = 7.4 Hz, 
2H), 1.19 (t, J = 7.2 Hz, 3H)o 

3 _ [ 2 - ( (t7^l/>-l--fWfM A/wyE^-flO -4- (2- 
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fffim 4 bfcto&fciC 3 0 0 m g )* 2 ?Mi/7 x y -;v(o.i2 

ml) Orh7tHD77> (4ml) IS^ h U 7 1-;^^ 7 

-f > (3 0 0mg)^J:tf^^5 1 ;i/Ty^^;i/^i>v-h (0.5ml, 4 0% 

§^U*W7A7DYh^77^ (n-^t>:ffiRi^V=5 : 
1) T?»«bTN OTO«ttflt**t-*«Bfl3^* (3 3 0mg) £#fco 
TLC : Rf 0.25 (n-^t>:|ffl|if;i/=3 : 1 ) ; 
N M R (300MHz, CDQj) : <? 8.15 (d, J = 8. 1 Hz, 1H), 7.93-7.80 (m, 2H), 7.62- 
10 7.36 (m, 7H), 7.16-7.06 (m, 2H), 6.89-6.76 (m, 2H), 6. 52 (t, J = 5.4 Hz, 1H), 5. 10 (d, 
J = 5.4 Hz, 2H), 4.99 (s, 2H), 4.05 (q, J = 7.2 Hz, 2H), 3.09 (t, J = 7.4 Hz, 2H), 2.69 
(t, J = 7.4 Hz, 2H), 2.17 (s, 3H), 1.19 (t, J = 7.2 Hz, 3H) 0 

gffigg 5(i) ~mmm 5(83) 
mmms (i) 

3- (2- ( (3-^^-1- (±7^l/>- 1 — OV) *>W* 
20 ^f^) -4-7xyJr^7 c ;i/73ir:;i/) rn/OSi^HXr^ 
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o 




TLC : Rf 0.66 (n—^t>-> : fr= 1 : 1) o 

5 3- (2- ( {i-tl-fr-i - (±7#i/>- 1 — x5=-;i/) *;wt 

o 




T L C : R f 0.14 (n-^W> : R®:c^;i>= 1 : 1 ) o 

10 mmms (3j 

3 - (2 - ( ( (1R) -l - (*7*i/>- l-f^) *;w^ 

o 




213 



WO 03/0 16254 



PCT/JP02/08120 



TLC : Rf 0.58 (n-' : Itx^s 1:1) 



MM5 (4) 

3- (2- ( (1- (±7* V>- 1 — OV) 7U\Z)V) %)V)^)\A - 




HN 




TLC : Rf 0.56 (n-^tf> : BHRx?-;i/= 1 : 1) „ 



g£fifefll5 (5) 

3- (2 - ( ( (IS) -1- (j-7*Vy-l-4)V) ^)V) *)W^ 




T L C : R f 0.58 (n-^=H?-> : BHKx*-;i/= 1 : 1 ) • 



mm* (6) 

3- (2- ( (3-^^-1- (i-7*]s>- 1 — *W 
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TLC : Rf 0.31 (n-^f"> : f^^;V= 1 : 1) o 



3- (2- ( (3-^f;i/-i-7x-;i/7f;v) *;w^>r;i/) 



-4-7 




TLC : Rf 0.65 (n-^*i*-> : Mx9\«/= 1 : 1) • 



10 



SML5 (8) 

3 - (2- ( ( (1R) -1- (*:7*l/>-l-' f;W 
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o 




TL C : Rf 0.78 (n : WfWL^)V= 1 : 1) , 
mMM5 (9) 

3- (2- ( (3-^^-1- (4-7^*D7x^) #;w* 

o 




TLC : Rf 053.(n-^**^ :Mli^=3 : 1) '. 
gflSfl>J5 (10) 

3- (2- ( (3 1- (4-^^7i-;v) *;wt* 
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o 




T L C : R f 0.52.(n-^f->:^x^=3 : 1) 0 

mmm 5 (id 

3- (2- ( (3-^^-1- (4-yMU7sc-;i) 7^)1) 

» 

)\,X.^)\s 



o 




TLC : Rf 0.74 (Pnnft)]/A : 10:1), 

mm\5 (12) 

3- (2- ( (3-^^)i- i - (4-yMV7*-)i) *;wn* 
-4- (2-^DD-5-^f;i/7i;^?;i/) 7i-ji/) r 
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TLC : Rf 0.74 (^OU^M : j*?;-)l= 10: 1) o 



M5 (13) 



3- (2- ( (3-*?fl/-l- (3, 5-^^7x-;V) * 




TLC : Rf 0.58 (n-^D-> : ffgi^= 2 : 1) 



mS^J5 (14) 

3- (2- ( (3-^3MI/-l - (3, 5-^fJl/7x-;V) * 

;w^-r;i/) -4- (3-W7i/^f;i/) 7x=;p) 7*p^> 
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o 




TLC : Rf 0.78 (n-^^> : B8x^= 1 : 1) • 

mmms (is) 

3- (2- ( (3-pWI/- 1- (3, 5-^f;i/7ic;i/) * 

;w^-r;u) -4- (2-^f;i/7i;^f^) 37ji^;i<) 7*o;i>i 



o 




TLC : Rf 0.67 ( n -'vfrtf > : ■MUWl'* 1 : 1) 0 
igflf5ff!l5 (16) 

3- (2- ( (3-^^;V-l- (3, 5-S?^Wi-^) * 

;w^-f;i/) -4- (2-^DD-5-^^;v7x^dr>^^) 7i-;i/) 
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o 




TLC : Rf 0.83 (n— : 1 • D • 

HIffJ5 (17) 

3- (2 - ( (3-pWV-I- (3, 5-*^Wx^) WO * 

/u/W/iO -4- (K U^>- 3 -- (/M-****-*) 7x-;W 

o 




T L C : R f 0.21 (n-^IJ-V : flWfc**-fl/= 1:1). 
^gg!5 (18) 

3- (2- ( (3 1- (4-*h*f-l. 3-^*W<>^ 

>_6--f;v) ^;w) *;wt*-f;iO -4- (2-^nn-5-^W 
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o 




T L C : R f 0.70 (n-^^ : fm^»= 1 : 2 ) • 

mmm 5(19) 

5 3- (2- ( (3-*m- 1- (4-^ h=^>- 1, 3-^*#iM>^ 

>-6—f;i/) *;w^-f;p) -4 - (s-w?!;^? 



o 




TLC : Rf 0.60 (n-^3rif> : ffi|x^= 1:2). 
matS#i]5 (2 0) 

3- (2- ( (3-^^)1-1- (4-^ h^r^- 1, 3-^^r^>^ 
>-6-J>l>) y^)V) £;W\*^;i/) -4- (2 -*?JU7 xS^i/*?- 
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o 




TLC : Rf 0.70 (n-^it> : H^x^;i/= 1 : 2) » 

mmm 5(21) 

3- (2- ( (3-PWI/-1- (4-7MD-3-^^7i-;V) ~7 

*/ww;i0 -4- (2 -t^fr? 71-^) r 



o 




TLC : Rf 0i6 (n-^t>:lffix^=2 : 1) . 
mZM5 (2 2) 

3- (2 - ( (3-^^;V- 1- (4-7;i/tn-3-^f^7ix;i/) ^ 

3b;w^;v) -4- (2-^on-5-^Wxy^^;v) 
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o 




TLC : Rf 0.48 (n-^*V> : ^m^)V=2 : 1) 0 

mmms (2 3) 

3- (2- ( (3-**7l>-l- (3 -*^J17 *;W^ 

_ 4 _ (3-i/7;7i^^f-;v) 7i-^) 7*d/i>^^ 



o 




TLC : Rf 0.70 (n-^t^ :^^=1 : D » 
11^5 (2 4) 

3 _ ( 2 - ( o-^^-i- (3-^ h^^7^;i/) 7**) tj;wn* 
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O 




TLC:Rf 0.61 ( : S»x^= 1 : 1) «, 
fUKS0!l5 (2 5) 

3- ( 1 -^>^;i/- 3 - (3 1 - (3, 5 - y^fjl/7i-Jl/) 




TLC : Rf 0.66 (n-^W> : »®x^;i/= 1 : 1) o 
gffig9 5(26) 

3- (2- ( (3-*^;i/-l- (3, 4-5>* h^>7i^) 7^) 
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tlfrWtJU) -4- (3-W7x;^^l/) 7x-;i/) 7UA> 




T L C : Rf 0.45 (n-^*c?> : l»3#v«'= 1 : D 



HjgffU5 (2 7) 

3- (2- ( (3 1 - (3-^^-4-7^07 

£;w^;i/) -4- (3-^71/^^) 7 



7 

— ;v) 7 



10 




TL C : Rf 0.43 (n-^y-y : It^^l^ 2 : 1) 
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mmms (28) 

3- (2- ( (3-*?Jl- 1 - (3, 5-^ h^^7x^i;i/) 

.*;w^;i/) -4- (3-^>7;7x;+^f;v) 7x-;v) 7*d^> 



O 



5 




TLC : Rf 0.42 (n-^=¥-tf-> : 1 : 1) o 

^6M5 (2 9) 

3- (2- ( (3-^;i/-l- (3, * 

o 




TLC : Rf 0.44 (n-^^> : B»r^;i/= 3 : 1) • 
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£flSfl>]5 (3 0) 

3- (2- (1- (3, 5-^f>7i-JI/) JW'EJ fr) -4 

O 




TLC : Rf 0.79 (n-^if> : @^^^;V= 1 : 1) o 
fgfltEffU5 (3 1) 

3- (2- ( (3-^^-1- (3, * 

;wTC*f;v) -4- (2-7MD7x;^f;i/) 7i-M ro;i> 



o 

A,- 




TLC : Rf 0.56 (n-^>:ff8i^=2 : 1) . 

* 
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mWj®\5 (3 2) 

3- (2- ( (3-^;V-l- (3, 5-^^7i-;V) % 



o 




TLC : Rf 0.55 (n-^*V> : W®i^K= 2 : 1) o 
(3 3) 

3- (2- ( (3-PWI/-1- (3, ?^») * 

W£4fr) -4- (2, 4-^7MD7i;^^fA) 7x-;V) 7 



o 




» 
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TLC : Rf 0.55 (n-"v*iJ-> :ftttx^;i/=2 : 1) e 
gtiffiflll5 (3 4) 

3- (2- ( (3-\*f\H/-l- (3, 5-WWi=^) * 

o 

A,- 




TLC : R f 0.56 (n-'v^V : Mfct*-^ 2 : 1) . 
fgflB0U5 (3 5) 

3 - (2 - ( (3-^^-1- (3, 5-^f;V7i-;b) * 

;wve-ov) -4- (2, 5-^7MD7i;^f;v) 7x_;v) r 
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TLC : Rf 0.58 (n-^ifV :ft8*^=2 : D ° 



SBftflOS (3 6) 

5 3- (2- ( (3-PWI/-1- (3, 77 )V) ii 

-4- (2-i'Dn-5-7^tn7x>'#^^) 7x— 




10 



TLC:Rf 0.51 (n-^*#> : lfflk»^H'= 2 ': 1) 0 



ggflfi#i]5 (3 7) 

3- (2- ( (3-pWV-I- (3, 5-^^;V7 

;w^-f;i/) -4- (4-^7;7i;^^) 7 
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o 




TLC : Rf 0.25 (n-^"if> : ffgif A= 1 : 1) o 
5 $mm5 (3 8) 

3- (2- ( (3-*^;i>-l- (3, 5-^^^7z-;v) r^;b) * 

-4- (3-* h^7x>'dF-^^f-;V) 7i-M 7*ti^> 

o 




10 TLC : Rf 0.91 '"(n-^4r^> .: ff®x^= 1 : 1) . 

mmms (3 9) 

» 
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3- (2- ( (3-^;v- 1- (3, 5-^^f;i/7i-;i/) 7*)V) * 

;ww;i0 - 4- (3-^f-;v7x;^?;i/) 7x-;i/) ya^>m. 



o 




5 TLC : Rf 0.87 (n-^> :»»x^=l : 1) . 

■ 

« 

mmms uo) 

3- (2- ( (3-^;v-i - (3, 5-J?^Wi-;i/) £ 
;w\-^e-f;i/) -4- (2-^nn-4-7MD7iy^^) 7^— 
10 ^D/^i^^x^r;!/ 

o 




TLC : Rf 0.42 (n-^i*-> : f^x?Vl/= 1 : D » 
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3- (2- ( (3-pWI/-1- (3, 5-^^7i^) * 



o 




T L C : R f 0.43 (n-^*y-> : P^^- 1 : 1 ) o 

mmms (42) 

3- (2- ( (3-*?-)i- l - (3, 5-^^^;i/7xn;i/) * 
;w^-f;i/) -4- (2, S-Ptwyxj^i/trn,) 7i-^) rn 



o 
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TLC : Rf 0.42 (n-^f-> :tt»x?-;i/=l : 1) o 

mmms (4 3) 

3- (2- ( (3, 5-w^7x=^) * 

s >ww;i0 -4- (2-^ h^>>-5-^^;u7xy^>^^;v) 7i- 

o 

Ac- 




TLC : R f 0.51 (n-^>:|»if;V=2 : 1) • 

10 *fflaM5 (4 4) 

3- (2- ( (3-A^-l- (3, 5-W^7x^) r^^) * 

;ww;v) -4- 7*x>i>) 7u*>m 
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o 




TLC : Rf 0.50 (n-^^> :ff»xf^ s 2 : 1) • 
(4 5) 

3 - (2- ( (3 -^^-1- (3, 5-^f;i/7zr:;i/) r^TlO '* 

>w*e-f;i0 -4- (■4-7;^o7i;^^) 7*d/i> 

o 




TLC : Rf 0.52 (n-^rt>-> :ffS*x?-;V=2 : 1) o 

■ 

f^fe#U5 (4 6) 

3- (2 - ( (3-/^-1- (3, 5-y^^v7i-;i/) :7») * 
;w^w;i/) -4- (3-^dd7i;^^) rn^yi 
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o 

vV 




TLC : Rf 0.59 (n-^*r&> : fK6^^=2 : 1) o 

5 mm 5 (4 7) 

3- (2- ( (3-^^-1- (3, 5-^^7xr;v) T^V) * 



o 




10 T L C : R f 0.46 (n-^t^ : »ffi^^;V= 2:1). 



3rflfe0!l5 (4 8) 
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3- (2- ( o-pwi'-i- (±7^i/>-i--r;u) ?*)V) *;w\- 

o 




5 TLC : Rf 0.49 (n-^V-> : Wm^?-fr= 1 : D o 
mm (4 9) 

3 _ ( 2 - ( (3-^^-1- (J-7?)s>-l-J)V) 

^>f;i/) -4- (2, 5-^7;i/tP7x;^^) 7x=;v) 7d;i 

10 ^f-MXfJl' 



o 



F 




TLC : R f 0.49 (n-^f-> : ff^^;u= 1 : 1 ) » 
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3ffifl!l5 (5 0) 

3- (2- ( (3-^;i/-i - (±7*i/>- l-jju) #;ws 



o 




TLC : Rf 0i2 (n-^t> :l®xf;v= 1:1). 
fgflfiff'J5 (5 1) 

3 - (2- ( (3-^^;i/-i- (3, s-vtf-fryx.-fr) 7f-;i/) * 
;w\*^-f;v) -4- (3, 4-^7MD7x;^f;i/) 7x^;v) 7* 



o 
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TLC : Rf 0.50 (n-^*1J"> : Mlx*-;U=2 : 1) 0 
mm 5 (5 2) 

3- (2- ( ( (1R) -3-PWI/-1- (3, 5-^f-;V7x^) 

♦ 

5 ~7f-)V) *;Wt^-f;i/) -4- (2, 5-^7MD7i;^r^^) 7 

o 




TLC : Rf 0.57 (n— : ft8x^=2 : 1) . 

10 ^»J5 (5 3) 

3- (2- ( ( (IS) -3-^;i/-l- (3, 5-^^7x-/l/) 
WI/) #;W^;i/) -4- (2, 5-^7MU7x^^^) 7 
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TLC : Rf 0.57 (n-^f"> : R»x^-;i/=2 : 1) 



mmm5 (5 4) 

3- (2- ( ( (1R) -3->Wl/-l- (3, 5-^^^73 




TLC : Rf 0.78 (n-^^> : ftlfc£?-;i,= 1 : 1) . 



MI5 (5 5) 

3 - (2- ( ( (1R) -3-tWV-I- (3, 5-^^f;i/7x-;P) 
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o 




TLC : Rf 0.45 (n-^rt>-> : mWi^^= 3 : 1) . 

mms (5 6) 

3- (2- ( ( (1R) -Z-*3-)\s-l- (3, 5-^f;V7x-;v) 

*;wt^-f;v) - 4- (2-^ h^>7x;^f;v) 7i-;i/) 



o 




TLC : Rf 0.71 (n-^f-> : ff8xf;i/= 1 : 1) » 
gflR0i]5 (5 7) 
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3- (2- ( ( (1R) -3-^3^-1- (3, 5-^Wx-;i/) 



o 




5 TLC:Rf 0.51 (n-^> :Kix^=3 : 1) . 

mmms (58) 

3 _ (2 - ( (l- (3, 5-^f;v7i-;v) ^d^=^>M *;wt 

_4- (2, 5-^7M07i;^^^) 7x-;H :7*n;l 
10 >1M3VK£;*7 1 ;1' 

0 




TLC : Rf 0.52 (n-^V-y :l®x^;i/=2 : 1) . 
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r MM5 (5 9) 

3- (2- ( ( (1R) -3-^^;V-l- (3, 5-^5^7a 




TLC : Rf 0.70 (n-^t^ : IMl3i^= 1 : 1) o 



gj5 (60) 

3- (2- (4- (3, 5-^^^71-/1/) M-th*Ptf7>-4— f 

;v) *;ww*) -4- (2, 5-^7^d7i;W^) 
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WO 03/016254 PCT/JP02/O8120 

T L C : R f 0.49 (n-'vHf" > : S^®x^;i/= 1 : 1) » 

■ 

■ » 

^#15 (6 1) 

3- (2- ( ( (1R) -3-^^-1- (3, 

5 *;w^;i/) -4- (3-W7i;w^) ^ xx;i/) 

o 




TLC : Rf 0.59 (n-^F-tf-> : B®x^= 2 : 1) • 

10 (6 2) 

3- (2- ( ( (1R) -3-**fr-l- (3, 5-y^Wir;i/) 

7^) *;w*e>f;]/) -4- (2, B-^Wi;W^) 7^ 



WO 03/0 16254 
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A 




TLC : Rf 0.67 (n-^*V> :gf^x^;i/=3 : 1) » 



!( 



mm5 (6 3) 

5 3 - (2 - ( ( (1R) -3-pWV- 1- (3, 5-^^;i/7xz;v) 

£;w^Ef;i/) -4- (2-^DD7zy^f;i/) 7xx;i/) 




10 



TLC : R f 0.67 (n-^t>:KIif;i/=3 : 1) o 



3feff!15 (6 4) 

3 - (2 - ( ( (1R) - 3 -pt 1- (3, 5-^^^7x-;i/) 
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T L C : R f 0.67 ( Y)\z^> : H®x^-;i/= 2:1) 



3608 5 (6 5) 

3- (2- ( ( (1R) -3 -*5S>1/- 1 - (3, 5-^^;K7:c-;i0 

^;i/) *;w^-f;i/) -4- (3-^dd7x;^?ji/) 7^x;i/) 




TLC : Rf 0.75 (h;i-x> rf^x^l^ : 1) 



mmM5 (6 6) 
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3- (2 - (4- (3, ;l-hFDf-tt7>-4. 

vv) *;w^^;i/) -4- (2, 5-i?7;vtD7i;^^) 7 



o 




5 TLC : Rf OiO (n-^f> :|ffixfA=3 : 1) . 
*ffifll5 (6 7) 

3- (2- ( (4- (3, 5-^^7x-;v) ;1-hKDK7>-4- 

#;w\* j &-r;i/) -4- (3-W7x;^^v) 7i-ji/) 7* 
io D/<>i^fM^f;v 

o 




CN 



TLC : Rf 0.20 (n-^H^ : ff»if;i/= 2 : 1) o 
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mmms (6 8) 

3- (2 - ( (4- (3, 5-^^V7x^) ;l-t KnK7>-4- 

jjV) ii)W^)V) - 4- (2-^nn-5-7Mn7i;^f;v) 



o 




TL C : Rf 0.70 (n-^V-y : »Kx^;i/= 1 : 1) o 

mmm 5(69) 

3- (2- ( (4- (3, 5 -V*^)\s7^-)\>) r?-fc KD £7 >- 4 - 



o 
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TLC : Rf 0.69 (n-^*> : IW*^= 1 : D « 
§jj5 (7 0) 

3- (2- ( (4- (3, 5-^^7i-;V) ^-kh*DK7>-4- 
5 *;W\-^;V) -4- (2, 5-^DD7xy^^) 7i- 

o 




TLC : Rf 0.70 (n-^3rt>-> : H®3^>= 1 : 1) » 

10 ^MJ5 (7 1) 

3- (2- ( (4- (3, 5-^?;i/7xr:;i/) ^-kh'D^7>-4- 
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WO 03/016254 
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o 




T L C : R f 0.68 (n-^-y-> : 1 : 1 ) » 

mmms (72) 

3- (2 - ( (4 - (3, 5-^^7i-;v) i* o K7y- 4 — 



o 




TLC :Rf 0.70 (n-^Mt> : Mfcn7\n/= 1 : 1) » 
HfliM 5 (73) 

3- (2 - ( (4 - (3, 5-^3S^7x-;i/) ;1-t h*Dt^>-4- 

*;w^-r;u) -4- (3-7MD7x/^f;i/) 7^-;i/) 
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* 




TLC : Rf 0.42 (n-^#f-> : WtM^3-)l= 1 : 1) o 

5 mmms (74) 

3 - (2 - ( (4 - (3, 5-^Wi-;i/) ;1-t^Dt7>-4- 

-ow) #;w\*^;i>) -4- (2, 5-^f^7i;^^^) 71- 



o 




10 TLC : Rf 0.50 (n-^=H»-> : 8®x?-;i/= 1:1). 
SIMS (7 5) 
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3- (2- ( (l -y^;v^;u*;-;v-4- (3, 5-v*?-;v7x-)]/) 
\£iVi»-4-<(fr) ftjw^'f)]/) -4- (2, 5-^7;i/tP7i; 

■ 

7i-;i/) rn^vi^^x^f^ 



0 




5 TLC:Rf 0.40 (n-^U"> :fftx^= 1 : 1) 0 

mmms (7 6) 

3- (2- ( (4- (3, 5-^^;i/7ix;V) >K-t h*D tT7>- 4 - 

£;w^-f -4- (2-7MD7x;^f;i/) y^-^) 
10 rD^^^vxxf;!/ 




252 



WO 03/016254 PCT/JP02/08120 

* 

TLC : Rf 0.41 (n-^*#-> : IHftx^= 1 : 1) „ 
mm 5 (7 7) 

3- (2- ( (4- (3, 5-^^;i/7i^) ^-t h*Ptf7>-4- 

*;w^-r;i/) -4- (2-^nn7x;^f;v) 7i-;i/) 7* 



o 




TLC : R f 0.41 (n-^-tf-V : K^5 L ;i'= 1 : 1 ) » 
HfiSffJ5 (7 8) 

3- (2- ( (4- (3-*?-)l7*-}V) ^-b h*ntf^>-4-^;i/) 

*;w^>f;i>) - 4- (2, 5-^7Mn7i;^f;v) 7^-;u) 



253 
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TLC : Rf 0.41 (n-^> : R9i^= 1:1). 

* 

mm 5 (7 7) 

3- (2- ('(4- (3, 5-^f;i/7i-;i/) ;<s-fc Kot^>-4- 

*;wt-€W;i/) -4- (2-^no7iyw^) 7i-;v) 7* 



o 




TLC : Rf 0.41 (n-^V-> :Wf^^^= 1 : D » 
Hflfefll5 (7 8) 

3 - (2- ( (4- (3-^^7^^;i/) ;i— t h*Dt7>-4-' 

*;w^>f;i/) - 4- (2, 5-^7MD7x;^fJl/) 7x^;i/) 



253 
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mmms (8 2) 

2- (2- ( (3-*?-ji- 1- (3, 5-^p{f;i/7i-;v) * 

o 




T L C : R f 0.28 (n—M^^ : fm^)^= 3 : 1) o 
f%SBffJ5 (8 3) . 

2- (2- ( (3 -pWi/- l - (3, 5-^^^;i/7ai^;i/) # 
;w\*^-Y;i/) -4- (2-^nn- 6-7;i/5hD^>^;i/^^) 



o 




T L C : R f 0.75 (n-^p-tf-;/ : ^x^;i/= 1 : 1 ) » 

256 



WO 03/016254 



PCT/JP02/08 120 



3HB056 



3 _ (2- ( (j-79V>-l-'(fr**-fr) -4- (2- 




COOH 




10 



uss^j 5 -zmk\stc<h&ya (3 3 0mg) zm^Ts mMmsfD^mtm 

MlzWELX, filT© i »ttfla*^t"*«Sfl3'&* (2 2 3mg) £?#fc„ 
TLC : Rf 0.49 (^nn^;VA : 1 0 : 1) ; 

NMR (300 MHz, DMSO-d 4 ) : 6 9.00 (t, J = 5.5 Hz, 1H), 8.24-8.16 (m, 1H), 
8.01-7.94 (m, 1H), 7.91-7.84 (m, 1H), 7.63-7.41 (m, 6H), 7.34 (d, J = 8.1 Hz, 1H), 
7.19-7.10 (m, 2H), 6.99 (d, J = 7.8 Hz, 1H), 6.85 (t, J = 7.5 Hz, 1H ), 5.09 (s, 2H), 
4.94 (d, J = 5.5 Hz, 2H), 2.96 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H), 2.16 (s, 
3H) 0 



15 mmme (i) -mmms (3 6 5) 

msm\s (i) ~5 (8 3) T-M^Lfcteim £tz\mmtz<h&®)Z 



20 



006 (1) 



(2E) - 3- (2- ( (^7^>-l-^W^) iJJW^JV) 
4- (t^W-l-'f^^) 7i^) -2-7°n^.>i 
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COOH 



TLC : Rf 0.35 (^DD^l/A :;**y-;i/= 10:1) ; 

N M R (300 MHz, DMSO-d s ) : 6 9.10 (t, J = 5.7 Hz, 1H), 8.17 (d, J = 7.8 Hz, 1H), 

8.00-7.82 (m, 5H), 7.65-7.45 (m, 5H), 7.34-7.22 (m, 2H), 630 (d, J ■ 15.9 Hz, 1H), 
6.29 (t, J = 2.1 Hz, 1H), 539 (s, 2H), 4.94 (d, J = 5.7 Hz, 2H) a 

mmM6 (2.) 

3- (2- ( a/ww^) -4- (t^ 

^ ^ ^COOH 



TLC : R f 0.48 (^DD^M : ^ * J — ^= 9:1) ; 
NMR (300 MHz, DMSO-d„) : <5" 12.11 (s, 1H), 8.93 (t, J = 5.7 Hz, 1H), 8.16 (m, 
1H), 7.95 (m, 1H), 7.85 (dd, J = 7.1, 2.2 Hz, 1H), 7.79 (d, J = 2.4 Hz, 1H), 7.61-7.42 
(m, 5H), 7.28-7.13 (m, 3H), 6.25 (t, J = 2.0 Hz, 1H), 5.29 (s, 2H), 4.89 (d, J = 5.7 Hz, 
2H), 2.88 (t, J = 7.8 Hz, 2H), 2.48 (m, 2H) 0 

(2E) -3- (2- ( (±7*i/>-2— #;ww;i0 - 
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4 _ t)V*W) 7x-;i/) -2-7-n^> 



.COOH 



U 1 




TLC : Rf 0.29 (^UU^)VA : ^ 10:1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 9.13 (t, J = 6.0 Hz, 1H), 7.96-7.80 (m, 7H), 
7.60-7.44 (m, 4H), 7.39-7.34 (m, 1H), 7.32-7.24 (m, 1H), 6.52 (d, J = 15.9 Hz, 1H), 
6.31 (t, J = 2.0 Hz, 1H), 5.42 (s, 2H), 4.64 (d, J = 6.0 Hz, 2H)o 



mm6 (4) 

(2E) -3- (2- (n- (±7^i/>-2— r;M^;W -N-^^;u 
*;ww;v) -4- (tr^y-^-i-^f^M^) 7x-a) -2-t* 



COOH 




TLC : Rf 0.33 (^nn^M : *9J—ft= 10:1) ; 

i 

NMR (300 MHz, CDC1 3 ) : 6 7.92-7.06 (m, 13H), 6.44 and 6.41 (each d, J = 15.9 
Hz, 1H), 632 and 6.16 (each t, J = 2.1 Hz, 1H), 5.38 and 5.28 (each s, 2H), 4.95 and 
4.42 (each s, 2H), 3.13 and 2.66 (each s, 3H)o 



jg|6 (5) 

(2E) -3- (2- ( a-79]/y-2-4)W*-n') *;ww;i/) 
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TLC : Rf 0.52 (^OD^A : ;—))/= 10:1) ; 
NMR (300 MHz, DMSO-d 4 ) : S 9.19 (t, J = 5.8 Hz, 1H), 8.02-7.82 (m, 6H), 
7.64-7.44 (m, 5H), 7.38-7.26 (m, 2H), 7.04 (d, J = 7.8 Hz, 2H), 6.96 (t, J = 7.4 Hz, 
1H), 6.55 (d, J = 15.9 Hz, 1H), 5.19 (s, 2H), 4.66 (d, J = 5.8 Hz, 2H)o 

HSftSflJ6 (6) 

(2E) -3- (2- ( (±7^v>- 1— r;v^^;i/) ^;w^^) - 




TLC : Rf 0.53 (^OD^A : t$ J—)\/= 10 : 1) ; 
NMR (300 MHz, DMSO-d 4 ) : 6 9.14 (t, J = 5.4 Hz, 1H), 8.20 (d, J = 8.4 Hz, 1H), 
8.02-7.84 (m, 4H), 7.66-7.46 (m, 6H), 7.36-7.26 (m, 2H), 7.01 (d, J = 7.8 Hz, 2H), 
6.96 (t, J = 7.5 Hz, 1H), 6.53 (d, J = 15.9 Hz, 1H), 5.16 (s, 2H), 4.97 (d, J = 5.4 Hz, 
2H)o . 

fHfl5ffU6 (7) 
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3- (2- ( (1-7 *]/>-! -4 frtf-fr) *;WWlO -4-7xy 




T L C : R f 0.49 (£ UD*;i/A : ^ # y — )V= 10:1) ; 

N MR (300 MHz, CDC1 3 ) : 6 8.11 (d, J = 8.4 Hz, 1H), 7.92-7.79 (in, 2H), 7.62- 

■ 

735 (m, 6H), 7.31-7.20 (m, 3H), 6.98-6.84 (m, 3H), 6.37 (t, J = 5.1 Hz, 1H), 5.08 (d, 
J = 5.1 Hz, 2H), 4.95 (s, 2H), 3.10 (t, J = 7.5 Hz, 2H), 2.76 (t, J = 75 Hz, 2H)» 



giagffl]6 (8) 

(2E) -3 - (2 - (l - (±7*i/>- 1— ov) x^;v) jb/w^e^ 

;W -4-7i;^Wxr;v) -2-7*d^>M 




TLC : Rf 0.21 (^7DD*M : **J—fy= 10:1) ; 
N M R (300 MHz, CDC1,) : 6 8.24 (d, J = 8.7 Hz, 1H), 8.14 (d, J= 15.9 Hz, 1H), 
7.88 (d, J = 8.4 Hz, 1H), 7.83 (d, J = 8.4 Hz, 1H), 7.64-7.42 (m, 6H), 730-7.22 (m, 
3H), 6.99-6.88 (m, 3H), 6.40 (d, J = 15.9 Hz, 1H), 6.18 (m, 1H), 6.03 (brd, J = 7.8 
Hz, 1H), 5.04 (s, 2H), 1.84 (d, J = 6.6 Hz, 3H) 0 
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mum 6 (9) 

3- (2- ( l-<ffr**)V) ibJW^Jl) -4- (2, 




5 TLC : Rf 0.56 (PUUtiVlA, : JV- 1 0 : 1) ; 

/ 

; 

NMR (300 MHz, DMSO-d,) : 6 9.00 (t, J = 5.5 Hz, 1H), 8.25-8.16 (m, 1H), 
8.01-7.93 (m, 1H), 7.88 (d, J = 8.1 Hz, 1H), 7.64-7.42 (m, 6H), 734 (d, J = 8.1 Hz, 
1H), 7.02 (d, J = 73 Hz, 1H), 6.85 (s, 1H), 6.67 (d, J = 12 Hz, 1H), 5.06 (s, 2H), 
4.94 (d, J = 53 Hz, 2H), 2.96 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H), 2.26 (s, 

* + 

10 3H), 2.10 (s, 3H) 0 

* 

■ 

mmm6 no) 

3- (2- ( (i-7#\/>- l— OM^vrtO *;wve^;i/) -4- (2, 



15 




TLC : Rf 0.47 (^DDsfrfl/A : jrf^y— ;i/= 10:1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 12.1 (s, 1H), 9.00 (t, J = 6.0 Hz, 1H), 8.17 (m, 

1H), 7.94 (m, 1H), 7.85 (d, J = 7.8 Hz,lH), 7.59-7.40 (m, 7H), 735 (d, J = 2.1 Hz, 
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1H), 7.33 (d, J = 7.8 Hz,lH), 7.03 (dd, J = 8.4, 2.1 Hz, 1H), 5.19 (s, 2H), 4.91 (d, J = 
6.0 Hz, 2H), 2.93 (t, J = 8.1 Hz, 2H), 2.52 (t, J = 8.1 Hz, 2H)o 

mmm6 (1 1) 

3- (2- ( (?7#]/>- l—lfrtf-ft) *;w^«<;v) -4- (2- 




T L C : R f 0.47 ( ^ D n i^)VK : ^ 9 J'—JSt** 10:1) j 
NMR (300 MHz, DMSO-d 4 ) : 6 12.1 (s, 1H), 8.98 (t, J = 5.4 Hz, 1H), 8.18 (m, 
1H), 7.95 (m, 1H), 7.85 (d, J = 7.8 Hz,lH), 7.60-7.41 (m, 6H), 737-7.26 (m, 2H), 
7.07 (d, J = 1.5 Hz, 1H), 6.77 (dd, J = 8.1, 1.2 Hz, 1H), 5.13 (s, 2H), 4.91 (d, J = 5.4 
Hz, 2H), 2.94 (t, J = 8.1 Hz, 2H), 2.53 (t, J = 8.1 Hz, 2H), 2.27 (s, 3H)o 



mmm 6.(12) 

3- (2- ( (3-^^-1- (±7*\/>- 7f-)V) *;W^ 

^-f;i/) -4^7 3iy^ri/p<5 1 ;i'7i-;i/) 7u/^yWt 
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TLC : Rf 0.25 (<*>Ws .: IfflUr#71>= 1 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 8.32 (d, J = 8.7 Hz, 1H), 7.88 (d, J = 7.8 Hz, 1H), 
7.80 (d, J = 8.4 Hz, 1H), 7.61-7.25 (m, 9H), 7.00-6.90 (ra, 3H), 6.38 (d, J = 8.7 Hz, 
1H), 6.14 (dt, J = 8.7, 7.2 Hz, 1H), 4.99 (s, 2H), 3.04 (t, J = 7.2 Hz, 2H), 2.74 ft J = 
7.2 Hz, 2H), 1.97 (t, J = 7.2 Hz, 2H), 1.80 (m, 1H), 1.13 (d, J = 6.6 Hz, 3H), 1.01 (d, 
J = 6.6 Hz, 3H) 0 

mmm 6 ( 1 3 ) 

3- (2 - ( (i-*?»-t - ifr) ^;v) *;ws 




TLC : Rf 0.15 (^=Hf> : Mx?\;i/= 1:1); 

NMR (300 MHz, CDC1 3 ) : 6 8.55 (m, 1H), 7.91 (m, 1H), 7.81 (d, J = 8.1 Hz, 1H), 
7.68 (d, J = 7.8 Hz, 1H), 7.50-7.23 (m, 8H), 7.00-6.90 (m, 3H), 6.53 (s, 1H), 4.99 (s, 
2H), 2:98 (t, J = 7.5 Hz, 2H), 2.69 (t, J = 7.5 Hz, 2H), 2.12 (s, 6H) 0 

j£fiSM6 CI 4) 

3 _ ( 2 - ( (^-7^i/>- l --r;M5^;i/) #;w\-^;v) -4- (2, 
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TLC : Rf 0.53 (^Dn^il/A : J—fr^ 10:1) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 8.98 (t, J = 5.4 Hz, 1H), 8.19 (m, 1H), 7.96 (m, 
1H), 7.86 (d, J = 8.1 Hz, 1H), 7.61-7.44 (m, 6H), 7.33 (d, J = 8.7 Hz, 1H), 7.07-7.00 
(m, 2H), 6.93 (m, 1H), 4.92 (d, J = 5.4 Hz, 1H), 4.74 (s, 2H), 2.95 (t, J = 7.8 Hz, 2H), 

* 

2.53 (t, J = 7.8 Hz, 2H), 2.23 (s, 6H)o 

» 

mmm6 (15) 

3- (2- ( (1-7* 1-4 *;ww^) -4- (2- 




TLC : Rf 0.53 (^DD^M : *9 1 0 : 1) ; 

NMR (300MHz,DMSO-d 6 ) : S 8.98 (t, J = 5.4 Hz, 1H), 8.19 (m, 1H), 7.95 (m, 
1H), 7.86 (d, J = 8.4 Hz, 1H), 7.61-7.44 (m, 6H), 7.37-7.30 (m, 2H), 7.21 (d, J = 7.8 
Hz, 1H), 7.06 (t, J = 8.1 Hz, 1H), 4.92 (d, J = 5.4 Hz, 1H), 4.87 (s, 2H), 2.95 (t, J = 
8.4 Hz, 2H), 2.53 (t, J = 8.4 Hz, 2H), 2.25 (s, 3H)o 

m pMG (1 6) 
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3- (2- ( {j-7*]/>-l-4fr*f-fl') *;wt^-f;i/) -4- (3- 




CN 



TLC : Rf 0.53 (^DD*;i/A : *9J— JU= 10:1) ; 
NMR (300 MHz, DMSO-d s ) : <5 8.97 (t, J = 5.4 Hz, 1H), 8.18 (m, 1H), 7.95 (m, 
1H), 7.85 (d, J = 7.2 Hz, 1H), 7.60-7.30 (m, 11H), 5.13 (s, 2H), 4.91 (d, J = 5.4 Hz, 
2H), 2.94 (t, J = 7.8 Hz, 2H), 232 (t, J = 7.8 Hz, 2H) 0 

TLC : Rf 0.56 (^nD*M : p<*7 — ;i/= 10: 1) • 

3 _ ( 2 - ( ( (ir) - i- (^-7^i/>-i--r^) ^^;u) *;wi^ 




TLC : Rf 0.15 : ^x^;i/=l : 1) > 

NMR (300 MHz, CDC1,) : 6 8.23 (d, J = 7.8 Hz, 1H), 7.89 (d, J = 7 S Hz, 1H), 
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* 

7.83 (d, J = 8.4 Hz, 1H), 7.62-7.25 (m, 9H), 6.98-6.88 (ra, 3H), 6.36 (d, J = 8.4 Hz, 
1H), 6.14 (m, 1H), 4.97 (s, 2H), 3.10 (t, J = 7.2 Hz, 2H), 2.78 (t, J = 7.2 Hz, 2H), 
1.80 (d, J = 6.6 Hz, 3H)» 

33^16 (18) 

3- (2- ( (l - (i-7 9\s>-i — (fr) ruMM *;w^-f;w) - 




TLC : Rf 0.18 (^it> : ft»xf/l'= 1 *• D 5 

NMR (300 MHz, CDC1 3 ) : (? 8.28 (d, J = 8.7 Hz, 1H), 7.88 (d, J = 8.1 Hz, 1H), 

7.81 (d, J = 7.8 Hz, 1H), 7.60-7.24 (m, 9H), 7.00-6.89 (m, 3H), 6.37 (d, J = 8.7 Hz, 
1H), 5.94 (dt, J = 8.7, 8.7 Hz, 1H), 4.98 (s, 2H), 3.05 (t, J = 7.5 Hz, 2H), 2.75 (t, J = 
7.5 Hz, 2H), 2.15 (m, 2H), 1.10 (t, J = 7.2 Hz, 3H)o 

mmm6 (19) 

3 _ ( 2 - ( ( (IS) -1- (±7*]s>-l-4fl') 




t 
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T LC : Rf 0.15 ('s*tf y : Rgfcx?-;^ 1:1) ; 

N M R (300 MHz, CDC1 3 ) : 6 8.22 (d, J = 7.8 Hz, 1H), 7.89 (d, J = 7.8 Hz, 1H), 
7.83 (d, J = 8.1 Hz, 1H), 7.62-7.25 (m, 9H), 6.98-6.88 (ra, 3H), 6.36 (d, J - 7.8 Hz, 
1H), 6.14 (m, 1H), 4.97 (s, 2H), 3.09 (t, J = 7.5 Hz, 2H), 2.78 (t, J = 7.5 Hz, 2H), 
1.80 (d, J = 6.9 Hz, 3H)o 

mmm 6(20) 

3- (2 - ( (1- {±79V>-2-'( ))/) 3.3-)]/) *;w^*r;i/) -4 
-7x.7^>^^)]/7^—JV) 7n;i>m 




TLC : Rf 0.17 (^DD^UA : p<^^-;i/= 1 0 : 1) ; 

NMR (300 MHz, CDd 3 ) : 6 7.84 (m, 4H), 7.53-7.42 (m, 5H), 7.29 (m, 3H), 6.97 
(m, 3H), 6.56 (d, J = 8.1 Hz, 1H), 5.50 (m, 1H), 5.02 (s, 2H), 3.07 (t, J = 7 5 Hz, 2H), 
2.77 (t, J = 7.5 Hz, 2H), 1.70 (d, J = 6.9 Hz, 3H)» 

gfl5g>]6 ( 2 1) 

3- (2- ( (4-* h^^±7^v>-i— r;^^) jbJwTC-oio 
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T L C : R f 0.53 DD*M \t>9 J — ;V= 9:1) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 8.87 (t, J = 5.6 Hz, 1H), 8.19 (dd, J = 8.3, 1.4 Hz, 
1H), 8.12 (d, J = 7.5 Hz, 1H), 7.62-7.48 (m, 2H), 7.46-7.36 (m, 3H), 7.32-7.23 (in, 
3H), 7.00-6.89 (m, 4H), 5.04 (s, 2H), 4.82 (d, J = 5.6 Hz, 2H), 3.96 (s, 3H), 2,92 (t, J 
= 7.8Hz,2H),2.50(m,2H)o 

mm® 6(22) 

3- (2- ( 1— <;m^;v) #;wre>f -4- (2- 




TLC : Rf 0.34 (^PD*M : — ^=9 : 1) ; 
NMR (300 MHz, CDC1,) : (5 8.12 (d, J = 7.2 Hz, 1H), 7.92 (dd, J = 8.1, 1.2 Hz, 
1H), 7.84 (d, J = 8.1 Hz, 1H), 7.64-7.36 (m, 6H), 7.34-7.25 (m, 1H), 7.14-7.02 (m, 
2H), 6.95 (t, J = 7.2 Hz, 1H), 6.82 (d, J = 7.2 Hz, 1H), 6.4 5 (brs, 1H), 5.15-5.05 (m, 
2H), 5.07 (s, 2H), 3.13 (t, J = 7.5 Hz, 2H), 2.80 (t, J = 15 Hz, 2H), 2.28 (s, 3H)» 

ggflSflil 6(23) 

3- (2- ( (^-7^i/>- i-^;M^;i/) *;w^^;i/) -4- (2- 
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TLC : Rf 0.49 (^DP^A : J— ;i/=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 8.18 (d, J = 8.4 Hz, 1H), 7.94 (dd, J = 8.4, 1.8 Hz, 
1H), 7.93-7.82 (m, 2H), 7.75 (d, J = 1.8 Hz, 1H), 7.63-7.37 (m, 6H), 7.32-725 (ra, 
1H), 7.15-6.97 (m,3H), 5.19 (s, 2H), 5.10 (d, J = 5.4 Hz, 2 H), 3.16 (t, J = 7.5 Hz, 
2H), 2.92 (s, 3H), 2.83 (t, J = 7 J Hz, 2H)o 

f£ffiff!l6 (2 4) 

4- (2- ( (3-^5=-;i/-i- (^-7^i/>- i--r;i/) t^;!/) #;ws 




TLC : Rf 0.59 (^DD^A : — 0:1); 
NMR (300 MHz, CDCI3) : <$ 8.34 (d, J = 8.4 Hz, 1H), 7.89 (d, J = 7.8 Hz, 1H), 
7.80 (d, J = 7.8 Hz, 1H), 7.63-7.18 (m, 9H), 7.02-6.88 (m, 3H), 6.20-6.00 (m, 2H), 
4.99 (s, 2H), 2.74 (t, J = 7.7 Hz, 2H), 1.17-1X7 (m, 2H), 2.00-1.40 (m, 5H), 1.13 (d, 
J = 6.6 Hz, 3H), 1.01 (d, J = 6.6 Hz, 3H)o 



mmme (2 5) 
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COOH 




TLC : Rf 0.13 (^DD*;VA : MJ—ft** 10:1) ; 
N M R (300 MHz, CDC1 3 ) : 6 8.14 (m, 2H), 7.68-7.58 (m, 2H), 7.46-7.38 (m, 3H), 
7.31-7.23 (m, 3H), 7.09 (dd, J = 9.9, 8.4 Hz, 1H), 6.98-6.87 (m, 3H), 6.39 (t, J = 5.1 
Hz, 1H), 5.04 (d, J = 5.1 Hz, 2H), 4.96 (s, 2H), 3.09 (t, J = 6.9 Hz, 2H), 2.77 (t, J = 
6.9 Hz, 2H) 0 



io mmme (2 6) 

3- (2 - ( ij>-4-'(^^) *;wt^-f^) 



COOH 




15 



TLC : Rf 0.26 (^DD*;VA : ^&J—)l , = 10:1) ; 
N M R (300 MHz, CDClj) : 6 9.12 (t, J = 5.7 Hz, 1H), 8.85 (d, J = 4.5 Hz, 1H), 
8.24 (d, J = 8.1 Hz, 1H), 8.06 (d, J = 8.1 Hz, 1H), 7.79 (t, J = 7.8 Hz, 1H), 7.66 (t, J = 
8.1 Hz, 1H), 7.55-7.43 (m, 3H), 7.37-7.25 (m, 3H), 7.01 (m, 2H), 6.94 (t, J = 7.2 Hz, 
1H), 5.09 (s, 2H), 4.96 (d, J = 5.7 Hz, 2H), 2.94 (t, J = 7.5 Hz, 2H), 2.52 (t, J = 7.5 
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Hz,2H) 0 

mime (2 7) 

3- (2- ( (3-^^-1- {±7* v>-i— t^u) *;wi 




TL C : Rf 0.41 (^dd*M : — JU- 10:1) ; 

NMR (300 MHz, CDC1,) : 6 8.28 (d, J = 8.1 Hz, 1H), 7.87 (m, 1H), 7.79 (d, J = 

7.5 Hz, 1H), 7.62-7.36 (m, 6H), 7.22-7.06 (m, 3H), 6.65 (d, J = 8.7 Hz, 1H), 6.27 (t, J 

= 2.1 Hz, 1H), 6.19 (m, 1H), 5.25 (s, 2H), 2.98 (t, J = 7.5 Hz, 2H), 2.68 (t, J = 7.5 Hz, 

2H), 1.92 (t, J = 7.1 Hz, 2H), 1.78 (m, 1H), 1.11 (d, J = 6.6 Hz, 3H), 0.99 (d, J = 6.6 

Hz,3H) 0 

4 

mmm6 (2 8) 

3- (2- ( {±y*^y- 1— (/u*?M £;w^;i/) -4- (2- 
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TLC : Rf 0.23 (^DD^l/A :^^y-;V=l 0 : 1) ; 
N M R (300 MHz, DMSO-d 6 ) : S 9.01 (t, J = 4.8 Hz, 1H), 8.17 (dd, J = 7.8, 1.5 Hz, 
IH), 7.94 (d, J = 6.9 Hz, 1H), 7.85 (d, J = 7.2 Hz, 1H), 7.74 (d, J = 7.5 Hz, 1H), 7.65 
(t, J = 7.2 Hz, IH), 7.60-7.44 (m, 6H), 7.33 (m, 2H), 7.09 (t, J = 7.8 Hz, IH), 5.26 (s, 
2H), 4.91 (d, J = 4.8 Hz, 2H), 2.93 (t, J = 8.1 Hz, 2H), 2.52 (t, J = 8.1 Hz, 2H)o 

mMMS (2 9) 

3- (2- ( {±7*vy- *;w^-f;i/) -4- (2- 

.COOH 




4 

TLC : Rf 0.20 (^pn*;VA : *9 10:1) ; 

NMR (300MHz,CDCl 3 ) : 6 8.12 (d, J = 7.8 Hz, IH), 7.90 (d, J = 7.8 Hz, IH), 
7.84 (d, J = 8.4 Hz, IH), 7.62-7.40 (m, 6H), 7.36-7.26 (m, 2H), 7.15 (ddd, J = 8.7, 
8.7, 3.0 Hz, IH), 6.88 (m, 2H), 6.39 (t, J = 4.8 Hz, IH), 5.10 (d, J = 4.8 Hz, 2H), 5.05 
(s, 2H), 3.12 (t, J = 7.5 Hz, 2H), 2.79 (t, J = 7.5 Hz, 2H)o 



mkme oo) 

3- (2- ( ( 3 1- a-7*ws-i-4M * ;WN * 

AM -4- (KUS>5/-3--f/U**3'***'> 7l -^ rn/1>K 
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HN 



,0^ 



TLC : Rf 0.54 (^DD*M : 10:1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 9.09 (d, J = 8.1 Hz, 1H), 8.36 (d, J = 3.3 Hz, 1H), 
8.27-8.16 (m, 2H), 7.97 (d, J = 7.8 Hz, 1H), 7.84 (d, J = 8.1 Hz, 1H), 7.68-7.43 (m, 
6H), 7.41-7.30 (m, 3H), 5.93 (m, 1H), 5.19 (s, 2H), 2.98-2.80 (m, 2H), 2.62-2.38 (m, 
2H), 1.97-1.76 (m, 2H), 1.59 (m, 1H), 1.11 (d, J = 6.0 Hz, 3H), 0.93 (d, J = 6.0 Hz, 
3H) 0 



»aSM6 (3 1) 

3- (2- ( i— om^;v) xweiju) -4- (2- 




CHO 



TLC : Rf 0.55 (^cm*;i/A : ^*^-;P=l 0:1); 

NMR (300 MHz, DMSO-d s ) : 6 s 10.44 (s, 1H), 9.02 (t, J = 6.0 Hz, 1H), 8.19 (m, 

■ 

1H), 7.97 (m, 1H), 7.87 (m, 1H), 7.78-7.42 (m, 8H), 7.40-7.28 (m, 2H), 7.11 (t, J = 
7.5 Hz, 1H), 5.27 (s, 2H), 4.94 (d, J = 6.0 Hz, 2H) 2.96 (t, J =» 7.8 Hz, 2H), 2.55 (t, J 
= 7.8 Hz, 2H)o 
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mm 6 (3 2) 

3- (2- ( x-^i^^M *;w*e-f;i>) -4- (2 

kKnWWi/'W^) 7i-;i/) Tuny 




COOH 




10 



i: 



T L C : R f 0.50 □ n*;i/A : ^ ^ ^ -)V= 10:1) ; 
NMR (300 MHz, DMSO-d 4 ) : 6 9.00 (t, J = 5.7 Hz, 1H), 8.20 (d, J = 7.8 Hz, 1H), 
7.97 (m, 1H), 7.87 (m, 1H), 7.66-7.30 (m, 8H), 7.20 (m, 1H), 7.02 (d, J = 8.1 Hz, 
1H), 6.96 (t, J = 7.5 Hz 1H), 5.10 (s, 2H), 5.03 (brs, 1H), 4.94 (d, J = 5.7 Hz, 2H), 
4.57 (s, 2H), 2.96 (t, J = 8.0 Hz, 2H), 2.54 (t, J = 8.0 Hz, 2H) 0 



^J6 (3 3) 

3- (2- ( (3-^;i/-i-7i-^;i/) #;w\^e-f ;v) -4-7 



COOH 




15 T L C : R f 0.31 (^DQ A \ *9 J — ;U= 10:1) ; 

NMR (300 MHz, CDC1 3 ) : 5 7.45-7.25 (m, 10H), 7.02-6.93 (m, 3H), 6.40 (d, J = 
7.2 Hz, 1H), 5.23 (m, 1H), 5.02 (s, 2H), 3.01 (dt, J = 2.7, 7.8 Hz, 2H), 2.72 (t, J = 7.8 
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Hz, 2H), 1.85-1.65 (m, 2H), 1.60 (in, 1H), 0.98 (d, J = 6.3 Hz, 6H)o 




M6 (3 4) 



3- (2- ( ti-yfi/y-l-Jfrtf-fr) *;w^-<;v) -4- (2- 
5 7tf;v7U7x;^^?;i/) 7x=;i/) yu^y 



COOH 




TLC : Rf 0.50 (^nn*;i/£ : ;P=9 : 1) ; 

N MR (300 MHz, DMSO-d„) : 6 9.07 (s, 1H), 9.00-8.92 (m, 1H), 8.17 (d, J = 7.2 
. Hz, 1H), 7.98-7.91 (m, 1H), 7.88-7.76 (m, 2H), 7.68-7.40 (m, 6H), 7.30 (d, J = 8.1 
10 Hz, 1H), 7.10-6.96 (m, 2H), 6.92-6.83 (m, 1H), 5.14 (s, 2H), 4.92 (d, J = 5.4 Hz, 2H), 
2.94 (t, J = 7 J Hz, 2H), 2.52 (t, J = 7.5 Hz, 2H), 2.01 (s, 3H)o 



15 



M 6 (35) 



3- (2- ( (±7*\s>- l— T;M5VV) *;w^-f;W -4- (2- 



COOH 




r ^ 



TLC : Rf 0.50 (^DD*M : ;u=9 : 1) ; 

N M R (300 MHz, CDC1 3 ) : 6 8.11 (d, J = 8.4 Hz, 1H), 7.92-7.80 (m, 2H), 7.61- 
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7.36 (m, 6H), 7.29-7.23 (id, 1H), 6.93-6.78 (m, 4H), 6.42 (m, 1H), 5.08 (d, J = 5.4 
Hz, 2H), 5.04 (s, 2H), 3.75 (s, 3H), 3.11 (t, J = 7.2 Hz, 2H), 2.78 (t, J = 7.2 Hz, 2H) 0 

^flS0»]6 (3 6) 



3- (2- (.(^-7^i/>- #;w^«r;v) -4- (2- 



TLC : Rf 0.62 (^pn^A : ;t>= 10:1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 9.03 (brs, 1H), 8.20 (m, 1H), 7.97 (m, 1H), 7.87 

■ 4 

(m, 1H), 7.64-7.39 (m, 6H), 7.38-7.20 (m, 3H), 7.06 (d, J = 8.1 Hz, 1H), 6.95 (t, J = 
15 Hz, 1H), 5.11 (s, 2H), 4.93 (d, J = 5.4 Hz, 2H), 4.43 (s, 2H), 3.26 (s, 3H), 2.95 (t, 
J = 7.8 Hz, 2H), 2.66-2.36 (m, 2H) 0 

Hjfe#l6 (3 7) 

3- (2 - ( (3-;Wl/-l- (4-^h^>7i-;i/) ^) 

-4-7x^=3rS>'^5 : -;i'7ai-;i/) 7*0 

^ ^\ XOOH 




V 
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TLC : Rf 0.091 (^DD*M : J— ;U= 10:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.45-7.38 (m, 2H), 7.34-7.23 (m, 5H), 7.03-6.93 (ra, 
3H), 6.88 (d, J = 8.7 Hz, 2H), 6.33 (d, J = 8.1 Hz, 1H), 5.19 (dt, J = 8.1, 8.1 Hz, 1H), 
5.02 (s, 2H), 3.80 (s, 3H), 3.01 (dt, J = 3.0, 7.2 Hz, 2H), 2.72 (t, J = 7.2 Hz, 2H), 
1.85-1.65 (m, 2H), 1.63 (m, 1H), 0.97 (d, J = 6.6 Hz, 6H) » 

mum 6 (3 8) 

3 _ (2 - ( ( (ir) -1- (^-7^v>- 1-4 M *;w^ 




TLC : Rf 0.49 (^0 0*M : ^ * J — )V= 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.17 (d, J = 8.1 Hz, 1H), 7.90-7.76 (m, 2H), 
7.60-7.40 (m, 4H), 7.36-7.23 (m, 2H), 7.19 (d, J = 8.3 Hz, 1H), 7.10 (m, 1H), 7.00- 
6.88 (m, 4H), 6.30 (d, J = 8.1 Hz, 1H), 6.10 (m, 1H), 3.10-2.98 (m, 2H), 2.80-2.68 
(m, 2H), 1.77 (d, J = 6.6 Hz, 3H)» 

igfi50i[6 (3 9) 

3-(2-(((iR)-i - i-Jfr)*-?*) *;w^ 

-r;v) -4- (Ky^-z-^M-^)'?*— ^) 7u^>Wl 
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TLC : Rf 0.40 (^DD*;i/A : J— JV= 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.19 (d, J = 8.4Hz, 1H), 8.10 (m, 1H), 7.86 (m, 1H), 
7.78 (d, J = 7.8 Hz, 1H), 7.68 (no, 1H), 7.59-7.40 (m, 4H), 7.28-7.20 (ra, 1H), 7.12- 
7.04 (m, 2H), 6.99 (m, 1H), 6.89 (d, J = 8.4 Hz, 1H), 6.61 (d, J = 8.1 Hz, 1H), 6.10 
(m, 1H), 3.10-3.00 (ra, 2H), 2.76-2.66 (m, 2H), 1.76 (d, J = 6.6 Hz, 3H) o 

mmm6 (4 0) 

3- (2- ( (3-^^-1- (4-7MD7i-;V) .. *;w? 

-4-7x^*$oWW7x=;i/) 7D/08 




TLC : Rf 0.44 (^DDsfr/W* : *#J—)\/= 1 0 : 1) ; 
NMR (300 MHz, CDClj) : 6 7.46-7.24 (m, 7H), 7.08-6.93 (m, 5H), 6.40 (d, J = 
8.4 Hz, 1H), 5.21 (q, J = 8.1 Hz, 1H), 5.02 (s, 2H), 3.05-2.95 (m, 2H), 2.76-2.67 (m, 
2H), 1.86-1.51 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H) 0 

3- (2- ( (3-* 5^.-1- (4-^f/l'7x^) *;w^ 
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.COOH 




TLC : Rf 0.44 (^nn*;i/A : ;u= 1 0 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.46-7.12 (ra, 9H), 7.02-6.92 (m, 3H), 6.33 (d, J = 
8.4 Hz, 1H), 5.20 (q, J = 7.8 Hz, 1H), 5.02 (s, 2H), 3.07-2.95 (m, 2H), 2.78-2.69 (m, 
2H), 2.34 (s, 2H), 1.88-1.44 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H) 0 



ffU6 (4 2) 

3- (2- ( (3-^^-l-7i-;i/7^) a/w^^iO -4 - (t: 

>;^>-3— -f/M-^rS/iWl/) 7i-;v) 7n;t> 



COOH 




TLC : Rf 0.30 (^DD^M : ^ $ 9:1) ; 

NMR (300 MHz, CDC1,) : 6 8.35-8.30 (m, 1H), 8.23 (dd, J = 4.2, 1.8 Hz, 1H), 

7.44-7.22 (m, 10H), 6.84 (brd, J = 9.0 Hz, 1H), 5.24 (q, J = 6.9 Hz, 1H), 5.06 (s, 2H), 

3.01 (t, J = 7.2 Hz, 2H), 2.75 (t, J = 7.2 Hz, 2H), 2.30-1.52 (m, 3H), 0.98 (d, J = 6.6 

Hz,6H)o 
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msme (4 3) 

3- (2- ( (3 1-7 •toJW^fr) -4- 




TLC : Rf 0.23 (^DD^;i/A : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 0 s 8.44-8.30 (m, 2H), 7.78 (brd, J = 8.1 Hz, 1H), 
7.44-7.23 (m, 8H), 6.93-6.82 (m, 2H), 5.24 (q, J = 8.1 Hz, 1H), 5.14 (s, 2H), 2.97 (t, 
J = 63 Hz, 2H), 2.85-2.74 (m, 2H), 2.30-1.40 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H)a 

mmm6 (44) 

3- (2- ( ( i-7i^ji/xf;i/) *;wt^>r;i/) -4-7 




TLC : Rf 0.63 (^DD^;i/A : ^^7-;i/=5 : 1) ; 
NMR (300 MHz, DMSO-d 5 ) : 6 8.92 (d, J = 7.8 Hz, 1H), 7.48-7.20 (m, 10H), 
' 7.07-6.91 (m, 3H), 5.13 (m, 1H), 5.09 (s, 2H), 2.87 (t, J = 7.9 Hz, 2H), 2.60-2.40 (m, 
2H), 1.44 (d, J = 7.2 Hz, 3H)o 
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mme (4 5) 

3- (2- ( (3-^^-1-71-^) *;w^^;u) -4- (£ 



TLC:Rf 0.59 (^on^M : ^^/-^=9 : 1) ; 

NMR (300 MHz, CDC1,) : 6 8.16 (dd, J = 5.1, 1.2 Hz, 1H), 7.65-7.55 (m, 1H), 
7.50-7.40 (m, 2H), 7.40-7.24 (m, 6H), 6.94-6.86 (m, 1H), 6.79 (d, J = 8.4 Hz, 1H), 
6.41 (brd, J = 8.4 Hz, 1H), 5.34 (s, 2H), 5.24 (q, J = 8.4 Hz, 1H), 3.08-2.90 (m, 2H), 
2.72 (t, J = 7.2 Hz, 2H), 2.00-1.40 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H) 0 



mmms (4 6) 

3 _ ( 2 - ( (3-^^-l-7ix;i/7^) #;W^>Ot>) 



-4-7 




COOH 



TLC : Rf 0.45 (^Dd*M : — ^=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : <5" 7.40-7.10 (m, 10H), 6.73 (t, J = IS Hz, 1H), 6.61 (d, 
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J = 7.5 Hz, 2H), 6.37 (d, J = 8.4 Hz, 1H), 5.21 (q, J = 7.2 Hz, 1H), 4.29 (s, 2H), 3.05- 
2.87 (m, 2H), 2.76-2.60 (ra, 2H), 1.84-1.47 (m, 3H), 0.96 (d, J = 6.6 Hz, 6H) 0 

mmm6 (4 7) 

2 - (2- ( i-7i=;pw) -zdw^j ;v) -4-7 




TLC : Rf 0.28 (^DD^;i/A : S—))/= 10:1) ; 
NMR (300 MHz, CDC1,) : 6 9.17 (d, J = 8.1 Hz, 1H), 7.95 (d, J = 2.1 Hz, 1H), 
7.54 (dd, J = 8.4, 2.1 Hz, 1H), 7.40-7.13 (m, 8H), 7.00-6.87 (m, 3H), 5.12 (m, 1H), 
5.05 (s, 2H), 4.92 (s, 2H), 1.84 (m, 1H), 1.68-1.48 (m, 2H), 0.90 (d, J = 6.3 Hz, 3H), 
0.89 (d, J = 6.3 Hz, 3H) 0 



mMM6 (4 8) • 

3 - (2- ( (i-7*-;i7'uV)v) *;wt^r;iO -4-7i;^>y 




COOH 
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TLC : Rf 0.47 (£DD*;UA :*#J-)V=1 0 : 1) ; 

NMR (300 MHz, DMSO-d s ) : 6 8.83 (d, J = 8.4 Hz, 1H), 7.44-7.18 (ra, 10H), 
7.03-6.90 (m, 3H), 5.08 (s, 2H), 4.86 (m, 1H), 2.84 (t, J = 7.8 Hz, 2H), 2.46 (t, J = 
7.8 Hz, 2H), 1.82-1.64 (m, 2H), 0.90 (t, J = 7.5 Hz, 3H)„ 

5 

mmmG (4 9) 

3- (2- ( (i-71-ii/T"^) *;w^-f;i/) -4-7i;^? 




10 TLC : Rf 0.47 (>DD*;i/A :^^y-;i/=l 0 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.47-7.24 (m, 10H), 7.02-6.91 (m, 3H), 6.41 (d, J = 
8.1 Hz, 1H), 5.15 (q, J = 7.8 Hz, 1H), 5.03 (s, 2H), 3.08-2.97 (m, 2H), 2.78-2.69 (m, 
2H), 1.98-1.74 (m, 2H), 1.52-1.23 (m, 2H), 0.96 (t, J = 7.2 Hz, 3H)» 

is mmm6 (so) 

3- (2- ( (3-^^;^^) *;w^;u) -4-7i;w?;i/ 
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TLC : Rf 0.36 (^\=Ht> : ffixf ;i/= 1 : 3) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.45-7.40 (m, 2H), 7.34-7.26 (m, 3H), 7.02-6.93 (m, 

3H), 6.14 (m, 1H), 5.03 (s, 2H), 3.50-3.41 (m, 2H), 3.08 (t, J = 7.4 Hz, 2H), 2.79 (t, J 
= 7.4 Hz, 2H), 1.68 (m, 1H), 1.55-1.46 (ra, 2H), 0.95 (d, J = 6.6 Hz, 6H) 0 

mmm 6 ( 5 1 ) 

3- (2- ( (3-*?-)]s- i-7i-;w;v) *;w^-f;v) -4- (^ 




TLC : Rf 0.49 (tuuMA : J— ;i/= 9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.53 (d, J = 4.5 Hz, 2H), 7.52-7.46 (m, 2H), 
7.40-7.20 (m, 6H), 6.97 (t, J = 4.5 Hz, 1H), 6.45 (brd, J = 7.8 Hz, 1H), 5.40 (s, 2H), 
5.28-5.18 (m, 1H), 3.01 (dt, J = 2.7, 7.5 Hz, 2H), 2.72 (t, J = 7.5 Hz, 2H), 1.90-1.40 
(m, 3H), 0.99 (d, J = 6.6 Hz, 6H) 0 

mrnme (52) 

3- (2- ( (3-^^-i-7i^7"fji/) *;w\*^e>f;u) -4- (£ 
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TLC : Rf 0.49 (^nnW : **;-JV=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.27 (d, J = 1.2 Hz, 1H), 8.15 (d, J = 2.7 Hz, 1H), 
8.09 (dd, J = 2.7, 1.2 Hz, 1H), 7.48-7.42 (m, 2H), 7.42-7.24 (m, 6H), 6.44 (brd, J = 
8.1 Hz, 1H), 535 (s, 2H), 5.30-5.20 (m, 1H), 3.06-2.96 (m, 2H), 2.80-2.70 (m, 2H), 
1.88-1.40 (m, 3H), 0.99 (d, J = 6.6 Hz, 6H)o 

t 

fS§fe#>J6 (5 3) 

3- (2- ( (3-^^i/-l-7i-;i/») *;w^-r;i') - 4- (2 
- -4 M*r*/ 7i-^) ro^vi 




TLC : Rf 0.28 (^DD^VA : p<#y-;i/= 10: 1) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 8.00 (dd, J = 4.8, 1.2 Hz, 1H), 7.43-7.14 (m, 
11H), 5.13 (s, 2H), 5.05 (m, 1H), 2.89-2.76 (m, 2H), 2.48-2.35 (m, 2H), 2.39(s, 3H), 
1.81-1.54 (m, 2H), 1.44 (m, 1H), 0.93 (d, J = 6.6 Hz, 3H), 0.90 (d, J = 6.6 Hz, 3H) 0 

mMM6 (5 4) 
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3- (2- ( (3-^^-l-7x-;^A) *)W^<0]/) -4-7 




TLC : Rf 0.34 (^on*M : — ;i/= 10:1) ; 

5 NMR (300 MHz, DMSO-d 6 ) : 6 8.75 (d, J = 8.7 Hz, 1H), 7.38-7.13 (ra, 13H), 

5.03 (m, 1H), 4.24 (s, 2H), 2.84-2.73 (m, 2H), 2.47-2.37 (m, 2H), 1.79-1-54 (m, 2H), 
1.42 (m, 1H), 0.92 (d, J = 6.9 Hz, 3H), 0.90 (d, J = 6.9 Hz, 3H) 0 



mi6 (5 5) 

10 3- (2- ( (3-^^-1-7x^1/^) #;u/\-^;b) -4 - (5=- 

7 % ;-;i/-2-'f;i'W^) 7ir;i/) t*pm> 



COOH 




TLC : Rf 0.34 (£nn*;Wv : ^^^-^= 10:1) ; 
NMR (300 MHz, DMSO-d 6 ) : <5 8.77 (d, J = 8.7 Hz, 1H), 7.72 (d, J = 33 Hz, 1H), 
15 7.66 (d, J = 3.3 Hz, 1H), 7.39-7.18 (ra, 8H), 5.03 (m, 1H), 4.48 (s, 2H), 2.84-2.72 (m, 
2H), 2.48-2.38 (m, 2H), 1.79-1-54 (m, 2H), 1.42 (m, 1H), 0.92 (d, J = 6.6 Hz, 3H), 
0.90 (d, J = 6.6 Hz, 3H) 0 

287 



WO 03/0 16254 PCT/JP02/08120 



mMM6 (5 6) 

3- (2- ( (3-/^-l-7i-;^;i/) *;w.*E-f ;i0 - 4- (1 




TLC : Rf 0.28 (^OO^VA : *#;^)\/=l 0:1) ; 
N MR (300 MHz, DMSO-d t ) : 6 8.70 (d, J = 8.1 Hz, 1H), 7.38-7.14 (ra, 8H), 7.08 
(s, 1H), 6.93 (t, J = 1.2 Hz, 1H), 5.02 (m, 1H), 4.18 (s, 2H), 3.37 (s, 3H), 2.85-2.73 
(m, 2H), 2.48-2.37 (m, 2H), 1.80-1-55 (m, 2H), 1.43 (no, 1H), 0.93 (d, J = 6.6 Hz, 
3H), 0.90 (d, J = 6.6 Hz, 3H)o 

*»«6 (5 7) 

3- (2- ( (2-5>'^D7*Dtf;i'-l-7xn;i/x5 L ;v) y^WW 




[7UHM 

TLC : Rf 0.37 (^DD*;W* : ;i/= 9 : 1) ; 
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NMR (300 MHz, CDC1 3 ) : tf 7.74 (m, 1H), 7.48-7.22 (m, 9H), 7.00-6.93 (m, 3H), 
6.62 (d, J = 7.2 Hz, 1H), 5.25 (dt, J = 7.2, 7S Hz, 1H), 5.02 (s, 2H), 3.03 (t, J = 7.2 
Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 1.88-1.72 (m, 2H), 0.66 (m, 1H), 0.55-0.40 (m, 2H), 
0.20-0.01 (m, 2H) 0 

TLC : Rf 0.44 (i'DD^ : 9 : 1) „ 

mmms (5 8) 

3 - (2 - ( (3-^^l/-l-7i^f;i/) ±)JW^J)V) -4-^ 

cr° 



TLC : Rf 0.41 (^dd^I/A : ^^y— ;i/= 9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.44-7.24 (m, 10H), 7.18 (d, J = 9.0 Hz, 1H), 
7.00-6.92 (m, 2H), 6.32 (brd, J = 8.4 Hz, 1H), 5.26-5.16 (m, 1H), 5.04 (s, 2H), 3.00- 
2.90 (m, 2H), 2.70 (t, J = 6.9 Hz, 2H), 1.84-1.44 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H)» 

mmm6 (59) 

3- (2- ( {3 1 -7xz;^^) #;wn^E -<;!✓) - 4- (2 

-^f;i/7i;^f;i/) 7i-;i/) 7*d^>^ 
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TLC :Rf 0.55 DD^A : * £ J —Jl= 9:1) ; 
NMR (300MHz, CDQ,) : 6 7.50-7.24 (m, 8H), 7.22-7.10 (m, 2H), 6.95-6.80 (m, 
2H), 6.34 (brd, J = 8.1 Hz, 1H), 5.30-5.20 (m, 1H), 5.05 (s, 2H), 3.10-2.95 (m, 2H), 
2.74 (t, J = 7.8 Hz, 2H), 2.27 (s, 3H), 1.90-1.50 (m, 3H), 1 .00 (d, J = 6.6 Hz, 3H), 
0.99 (d, J = 6.6 Hz, 3H)» 

rnmme (6 0) 

3- (2- ((3-^f;i/-l-7i-;i/7f;v) #;w*e^;i/) - 4- (2 




TLC : Rf 0.48 (^DD^VA : ^*y-;i/=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.48-7.24 (m, 8H), 7.00-6.84 (m, 4H), 6.44 (brd, J 
= 8.4 Hz, 1H), 5.30-5.15 (m, IK), 5.09 (s, 2H), 3.86 (s, 3H), 3.08-2.95 (m, 2H), 2.72 
(t, J = 7.8 Hz, 2H), 1.90-1.50 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H) 0 



mmm 6 ( 6 1 ] 

« 
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3- (2 - ( (3-p«^;u- i-7i-;i/W) #;w\^;i/) - 4- (2 




TLC : Rf 0.44 (^DD*M : J— )V= 9:1); 
NM R (300 MHz, CDC1 3 ) : 6 1AS-12A (m, 8H), 7.00-6.80 (m, 4H), 6.43 (brd, J 
= 8.1 Hz, 1H), 5.80-5.50 (brs, 1H), 5.30-5.20 (m, 1H), 5.07 (s, 2H), 3.10-2.97 (m, 
2H), 2.74 (t, J = 7.2 Hz, 2H), 1.90-1.50 (m, 3H), 0.99 (d, J = 6.6 Hz, 6H) 0 

HfififlQ6 (6 2) 

3- (2- ( (2-7i^;i/3i^;i/) A/Wt^/V) -4-7i;^>^f 




TLC : Rf 0.42 (^DD*;i/£ : )\>= 10:1) ; 

NMR (300 MHz, CDC1 3 ) : 7.42-7.20 (m, 10H), 7.00-6.90 (m, 3H), 625 (m, 1H), 
4.98 (s, 2H), 3.72 (dt, J = 6.9, 6.0 Hz, 2H), 3.01 (t, J = 7.2 Hz, 2H), 2.94 (t, J = 6.9 
Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H) 0 
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Hfl5fl]6 (6 3) 




TLC : Rf 0.42 (^DD^l/A : *9J—)\t= 1 0 : 1) ; 

NM R (300 MHz, CDC1,) : 6 7.46-7.25 (m, 10H), 6.99-6.92 (m, 3H), 6.48 (ro, 1H), 
5.00 (s, 2H), 4.61 (d, J = 5.7 Hz, 2H), 3.10 ft J = 15 Hz, 2H), 2.77 (t, J = 7.5 Hz, 
2H) 0 

mmms (6 4) 

3- (2- ( (3 i-7i-;b-3-7r-;i/) *;w^-r;u) 




TLC : Rf 0.49 (^DD^M: 1) ; 

NMR (300 MHz, CDCI3) : 6 7.46-7.24 (m, 10H), 7.04-6.92 (m, 3H), 6.43 (brd, 

J = 7.5 Hz, 1H), 5.42-5.32 (m, 1H), 5.04 (s, 2H), 4.86 (brs, 1H), 4.79 (brs, 1H), 3.04 
(t, J = 7.2 Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 2.64-2.50 (m, 2H), 1.81 (s, 3H) 0 
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mmme (6 5) 

3- (2-7i-;i/W ; E'r;i/-4-7iy'^f;i/7i-;i/) ro;^ 



TLC : Rf 0.42 (^Dn$;i/A : **^-;i/=l 0:1); 

N M R (300 MHz, CDC1 3 + CD 3 OD) : 6 7.70-7.61 (m, 3H), 7.46 (m, 1H), 7 39- 
7.27 (m, 5H), 7.14 (m, 1H), 7.00-6.95 (m, 3H), 5.06 (s, 2H), 3.11 (t, J = 6.9 Hz, 2H), 
2.83 (t, J = 6.9 Hz, 2H)o 

t&feflJ6 (6 6) 

3- (2- ( (3 -^^i/- 1 - (4- h'j;7;ktn^;i/7ai-;t/) ^ 



TLC : R f 0.39 {9 DD^;i/A : 19:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.61 (d, J = 8.1 Hz, 2H), 7.51-7.40 (m, 4H), 
7.35-7.25 (m, 3H), 7.02-6.93 (m, 3H), 6.54 (d, J = 8.1 Hz, 1H), 5.26 (m, 1H), 5.03 (s, 
2H), 3.01 (t, J = 7.2 Hz, 2H), 2.76-2.68 (m, 2H), 1.84-1.55 (m, 3H), 0.99 (d, J = 6.3 
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3- (2- ( (3-^^-1- (2, 3, h^r^7x-;i/) 7 




TLC : Rf 0.53 (^DD^A : 9 : 1) „ 

mmm6 (154) 

3- (2- ( (2, 4-S^ h^-3-^A7xz 
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T L C : R f 0.53 D D*;UA 9 : 1 ) 



'MM 6 (15 5) 

3- (2- ( (3-^^;U-l- (W7z>-2-^;i/) £;W\« 

5 ^)]/) -4-7xydf.^^;i /7x -; 1/ ) t*d/^>^ 



COOH 




TLC : Rf 0.53 (^nn^M : pi^y — ;i/= 9 : 1) 



t', 



^16 (15 6) 



10 3- (2- ( (3-^;i,- 1- (2, 4, 5-h'^h^7i^) ^ 
1-))/) -4-7x^^?-;i/7x-;i/) 7"n^>i 




TLC : Rf 0.53 (7 D UMA : J — ;i= 9:1) 



15 mmm e (157) 

3- (2- ( (3-^;i,-l- (3-^5=-W7x>-2-^;i/) 7*?- 
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TLC : Rf 0.53 (^DD^M : **y-;V=9 : 1) 0 > 

* 

m&M6 (15 8) 

3- (2- ( (2, 3-^^;V-4-^ Ki/7ir 




TLC:Rf 0.53 (^DD7fc;uA:p<^y— ;i/=9 : 1) „ 
HjfeM6 (15 9) 

3- (2- ( (3-^;u-l- (2, 5 -^3^1/- 4-* h^>7i- 

i 

0° 
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TLC : Rf 0.53 (^nn^M : *$;-)l=9 : 1) 0 



MM 6 (16 0) 



3- (2- ( (3-^;i/- 1- (4-;* h^i/-3-^^;i/7x-;i/) y 




TLC : Rf 0.53 (^nn^VA : ^*y-;i/=9 : 1) 0 
fl»J6 (16 1) 

3- (2- ( (3-^;i/- 1- (5-^?;v77>-2-'f;v) 7>;i/) 

^\ XOOH 



TLC : Rf 0.53 (?DD*;i/A : ;<*/-;i/=9 : 1) 0 
^SfeffJ 6 (16 2) 

3- (2- ( (3-^3^-1- (2, 4-yxh^-3-^^;i/7x- 




333 



WO 03/0 16254 



PCT/JP02/08 120 





TLC : Rf 0.53 (^DD^A : J— ;i/=9 : 1) 



09 6 (16 3) 



3- (2- ( ( 3-^^-1- (i-^^;n^n-;i/-2-^;i/) 

* 



COOH 




TLC : Rf 0.53 (^DD^;i/A : ;u=9 : 1) 



M6 (16 4) 



3- (2- ( (3-^^;i/-i- (4-iWt7i_;i/) 



COOH 
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TLC : Rf 0.53 (^UD*JI/A : § : 1) 0 

■ 

3- (2- ( 1- (3-h'j7MD^fjW7ir;i/) 



TLC : Rf 0.53 (.^DD^M : *$J— ;i/= 9 : 1) 0 
» 6 (16 6) 

3- (2- ( (3-^;t/-l- (4-^f;W7i_jv) 




TLC : Rf 0.53 (^7DD*;i/A : ^^^-;U=9 : 1) 0 
HSfefll6 (16 7) 

3- (2 - ( (3-^5VU-l- (4-^77 71-/1/) T"^) 

-4-7i;^^7i^) 7"nm>^ 
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TLC : Rf 0.40 (^DO^M : J— ;H 0 : 1) „ 

mm e a 6 8) 

3- (2 - ( (3 I- (5F^-7x>-3— ff-J],) *;wt 




TLC : Rf 0.53 (7DD^M : p<*y-;U=9 : 1) o 

* 

mm 6 ( 1 6 9 \ 

3- (2- ( (3-*3Vl>- 1- (2, jb 
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TLC : Rf 0.53 o D*;i/A : J —)]/= 9:1) 



'MMQ (17 0) 
3- (2- ( (3-^;i/- 1- (3, 4-^h^7i^) 

5 *;uA*^e-r;u) -A-y^;**/*?-)]/?^-)},) ?u>\y 



COOH 




TLC : Rf 0.53 (£Dn*;i/A : — ;i/= 9 : 1) 



•gjf 6 (17 1) 



3- (2- ( (3 1- (l, 3-^;fr*1M >^>-4-^;i0 



COOH 




TLC : Rf 0.53 (£dd*;ua :*#;-)l=9 : 1) 



3SffJ6 (17 2) 

3- (2- (N-^>^;i/-N-*3Sn/£;w\^E'i';i/) -4-7i^^ 
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TLC : Rf 0.45 DD^l/A : * * J -;i/= 10: 1 ) „ 
$mM6 (17 3) 

5 3- (2- (N-^>^;i/-N-7*Dt;i/pb;w^-r ;u) -4-7iy^: 




TLC : Rf 0.50 (^DD*;UA : ^^;-;i/=10 : 1) 0 

10 H^^J6 (17 4) 

3- (2- ( (3 1 -7jc-;p^;1/) ^;w^^;i/) - 4 




: Rf 0.41 (^DDtfvl'A : 19 : 1) ; 

(300 MHz, CDC1 3 ) : $ 7.42-7.19 (m, 13H), 6.36 (d, J = 8.7 Hz, 1H), 5.24 
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TLC 
15 NMR 
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(m, 1H), 4.57 (s, 2H), 4.52 (s, 2H), 3.04-2.96 (m, 2H), 2.75-2.66 (m, 2H), 1.86-1.52 
(rn, 3H), 0.99 (d, J = 6.5 Hz, 3H), 0.98 (d, J = 6.5 Hz, 3H) 0 



lfJ6 (17 5) 

5 3- (2- ( 1- (3-7;M"n-5- h >J7WD^^ 



/1> 



CCjOH 




TLC : Rf 0.53 (^DD*M ; — ;i/= 9 : 1) 



fll 6 (17 6) 



3- (2- ( (3 1 - (4-7;i/#-n-2- N V7;u*u*&)), 

7x-;i/) £;w\^e-y;i/) -4-7i;^^7i;ji/) ya 



COOH 




TLC : Rf 0.53 (7DD^!/A : ^^y-;u=9 : 1) 

* 
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. ffeflSfl!l6 (17 7) 

3- (2- ( (3-^;i/-l- (2, 4-^^7xr^) 7>;i0 * 



TLC : Rf 0.53 (^DD*M : ;**7 — )l=9 : 1) „ 

■ 

SMI 6 (17 8) 

3- (2- ( (3-^;i/-l - (2, 4-^ h 'j7MD^fjl/7x-;i/) 

7^;i0 *;w?^-r;i/) -4 -7^7^ri/p<5 r -;i/7i-;i/) 7n;^i 

» 




TLC : Rf 0.53 (7DD*M : ^*7 — ;i/= 9 : 1) „ 
mMM6 (17 9) 

3- (2- ( (3-p<3Vi,-l- (2-^^7xz;i/) 7*^;i/) *)W^ 
4)1) -4-7oc7^rSy^5 : -;i'7i-;u) 7o;i>i 
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^/\/COOH 




TLC : Rf 0.53 (^Dn^A :*#;-Jl<=9 : 1) „ 

* 

$mm 6 (18 0) 

3- (2- ( (3-^;i/-l- (2, 3-^^7x^) r*^) * 




TLC : Rf 0.53 (^DD^bA : ;W=9 : 1) 0 

mmm 6 dsn 

3- (2- ( (3-^f;i/-l-7ir;^;i/) #;w\*^-f ;u) - 4- (7 
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TLC : Rf 0.29 (^DD*jl/A : i o : 1) 0 

nrnme (is 2) 

3- (2- ( (3-^^-1-71^1/^) *;w^-r;i/) - 4- (tf 




TLC : Rf 0.36 (^DD*M : ;i/= 9 : 1) „ 

3- (2- ( (Z-t^)V-l-? x.-fyy?-)],) jjJW^Jjl) - 4- (2 
-7 jc-;u^^;i/) 7x-;i/) rn^Vi 




T L C : R f 0.49 D p*;i/A : ^ * /-;u= 19:1) ; 

NMR (300 MHz, CDCI3) : 0 s 7.40-7.23 (m, 7H), 7.22-7.15 (m, 3H), 7.13-7.07 (m, 
2H), 6.88 (s, 1H), 6.05 (d, J = 8.7 Hz, 1H), 5.20 (m, 1H), 3.01-2.92 (m, 2H), 2.88 (s, 
4H), 2.74-2.66 (m, 2H), 1.82-1.59 (m, 3H), 0.99 (d, J = 6.6 Hz, 3H), 0.98 (d, J = 6.6 
Hz,3H) 0 
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mmm6 a 8 4) 

3- (2- ( (3-^^)i- *;WN*^-f;i/) -4 -i/ 




T L C : R f 0.45 (Mx^;i/) ; 

N MR (300 MHz, DMSO-dJ : 6 12.06 (s, 1H), 8.78 (d, J = 8.4 Hz, 1H), 738-7.18 
(m, 8H), 5.09-5.01 (m, 1H), 4.45 (s, 2H), 3.28 (d, J = 6.6 Hz, 2H), 2.85-2.79 (ra, 2H), 
2.46-2.41 (m, 2H), 1.80-1.58 (m, 2H), 1.48-1.39 (m, 1H), 1.80-0.98 (m, 1H), 0.94- 
0.89 (m, 6H), 0.49-0.43 (m, 2H), 0.19-0.14 (m, 2H) o 

HMfll 6 (18 5) 

3- (2- ( (3-^^;i/-i- (3, 5-^^^;i/7x-;i/) * 

-4- (3-i/?;7i;^f;i/) 7x-;i/) 7*n;s>^ 

^ ^ XOOH 




TLC : Rf 0.58 (^DD*M : ^*y-;t/= 10:1) ; 
NMR (300 MHz, CDC1 3 ) :6 7.48-7.06 (ro, 7H), 6.95 (s, 2H), 6.90 (s, 1H), 6.42 

343 



WO 03/016254 



PCT/JP02/08120 



(m, 1H), 5.16 (m, 1H), 5.00 (s, 2H), 3.10-2.92 (ra, 2H), 2.78-2.62 (m, 2H), 2.29 (s, 
. 6H), 1 .86-1.48 (ra, 3H), 0.97 (d, J = 6.3 Hz, 6H) 0 

mmm6 (is 6) 

3- (2- ( (3-^^-1- (3, 5-i>*?fr7x.=.fr) £ 

- 

;i/A^;i/) -4- (2-^f;i/7i;^^) 7i^) 7o^>i 




TLC : Rf 0.62 (^DD*;i/A : 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.46-7.39 (m, 2H), 7.31-7.22 (m, 1H), 7.20-7.11 (m, 
2H), 6.95 (s, 2H), 6.93-6.82 (m, 3H), 6.26 (d, J = 8.4 Hz, 1H), 5.17 (m, 1H), 5.04 (s, 
2H), 3.14-2.99 (m, 2H), 2.78-2.67 (m, 2H), 2.31 (s, 6H), 2.27 (s, 3H), 1.85-1.52 (m, 
3H), 0.99 (d, J = 6.6 Hz, 3H), 0.98 (d, J = 6.6 Hz, 3H)o 

m&M6 (18 7) 

3- (2 - ( (3-^^;V- 1- (3, 5 -t>**-fr7 T^lO * 

;w*e-f;iO - 4- (2-^oo-5-^f;i'7x;^^i/) 7^-;i/) 
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TLC : Rf 0.49 (^DD*M : J— )\y= 10:1) ; 
N MR (300 MHz, CDC1 3 ) : 6 7.53 (d, J = 1.8 Hz, 1H), 7.43 (dd, J = 7 .5, 1.8 Hz, 
1H), 7.33-7.22 (m, 2H), 6.96 (s, 2H), 6.91 (s, 1H), 6.79 (s, 1H), 6.75 (m, 1H), 6.30 (d, 
J = 8.4 Hz, 1H), 5.17 (m, 1H), 5.09 (s, 2H), 3.12-2.98 (m, 2H), 2.78-2.69 (m, 2H), 
231 (s, 9H), 1.86-1 55 (ra, 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 Hz, 3H) 0 

mmms (is 8) 

3- (2- ( (3-^;i/-l- (3, ^-Vt^-fr?^-)]/) % 

;w\*^;u) -4- (t^u^v-s-^;^^^^^;!/) 7^-;i/) rn^ 




TLC : Rf 0.37 (^DD^A : J— 10:1) ; 
N M R (300 MHz, DMSO-d 4 ) : 6 8.79 (d, J = 8.7 Hz, 1H), 8.36 (d, J = 2.7 Hz, 1H), 
8.19 (m, 1H), 7.50-7.41 (m, 2H), 7.39-7.29 (m, 3H), 6.97 (s, 2H), 6.86 (s, 1H), 5.19 
(s, 2H), 4.99 (m, 1H), 2.92-2.80 (m, 2H), 2.55-2.42 (m, 2H), 2.26 (s, 6H), 1.82-1.55 
(m, 2H), 1.42 (m, 1H), 0.93 (t, J = 7.3 Hz, 6H) o 
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tSJim 6 (18 9) 

3- (2- ( (3-*?»-l- (4-* HH/-1, 

XOOH 




TLC : Rf 0.53 (^DD*;i/A : — ;V= 9 : 1) ; 
NMR (300 MHz, CDd 3 ) : 6 7.46-7.42 (m, 2H), 7.31-7.11 (m, 2H), 6.94-6.84 (m, 
2H), 6.55 (d, J = 9.9 Hz, 2H), 6.32 (d, J = 8.4 Hz, 1H), 5.95 (s, 2H), 5.15 (m, 1H), 
10 5.05 (s, 2H), 3.91 (s, 3H), 3.03 (t, J m 7.2 Hz, 2H), 2.75 (t, J = 7.2 Hz, 2H), 2.27 (s, 
3H), 1.85-1.50 (m, 3H), 0.98 (d, J = 6.0 Hz, 6H)o 

mmm 6 ( 1 9 0 ) 

3- (2- ( (3-^;i/-l- (4-* h+^-l, 3-i?**VJ>y 

15 >-6— r;i/) r^w) *;w\-^E>f;i/) -4- (3 -*stj 7^;**/*?- 
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TLC : Rf 0.48 (^DD^JI/A : ^^y-;b= 9:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.46-7.12 (m, 7H), 6.56 (dd, J = 10.5, 1.5 Hz, 2H), 
6.46 (d, J = 8.4 Hz, 1H), 5.94 (s, 2H), 5.13 (m, 1H), 5.03 (s, 2H), 3.90 (s, 3H), 3.02 (t, 
J = 7.2 Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 1.85-1.55 (ra, 3H), 0.97 (d, J = 6.6 Hz, 6H) 0 

mmm e ( 1 9 1 ) 

3- (2- ( (3-^^;i/-l- (4-^ h^>-l, 3-^Jp^>^ 

>-6 — 7?ju) *;wt^e^;b) -4- (2-^^;i/7^yJr^^^ 




TLC : R f 0.50 (£ D DjJVUA : J -;i/= 9:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.51 (s, 1H), 7.44 (d, J = 7.8 Hz, 1H), 7.30-7.23 (m, 
3H), 6.79 (s, 1H), 6.75 (d, J = 8.4 Hz, 1H) 6.55 (d, J = 7.2 Hz, 2H), 6.36 (d, J = 8.7 
Hz, 1H), 5.95 (s, 2H), 5.13 (m, 1H), 5.09 (s, 2H), 3.91 (s, 3H), 3.04 (t, J = 7.2 Hz, 
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2H), 2.74 (t, J = 7.2 Hz, 2H), 2.27 (s, 3H), 1.82-1.50 (m, 3H), 0.98 (d, J = 6.3 Hz, 
6H) 0 

mim 6 (19 2) 

5 3- (2- ( (3-^^;U-l- (3, 5-^DD7iz;i/) * 




TLC : Rf 0.50 (^DD^l/A : Jl>= 9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : <5 7.48-7.42 (m, 2H), 7.35-7.24 (m, 6H), 7.02-6.94 (m, 
10 3H), 6.58 (d, J = 8.4 Hz, 1H), 5.20-5.10 (ra, 1H), 5.05 (s, 2H), 3.05-2.97 (ra, 2H), 
2.85-2.70 (m, 2H), 1.80-1.40 (m, 3H), 0.99 (d, J = 5.7 Hz, 3H), 0.98 (d, J = 5.7 Hz, 
3H)o 

mmm6 (i 9 3) 

15 3- (2- ( (3 -^^l/- 1- (3-^7DD-5-7;i/5f-p7x-;i/) ^ 
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T L C : R f 0.50 P DzfrH/'A : ^ ^ j — «,= 9:1) ; 
NM R (300 MHz, CDC1 3 ) : 0 s 7.50-7.40 (m, 2H), 7.35-7.15 (m, 6H), 7.05-6.94 (ra, 
3H), 6.80-6.70 (ra, 1H), 6.00-5.85 (m, 1H), 5.04 (s, 2H), 3.10-3.00 (m, 2H), 2.80- 
2.70 (m, 2H), 2.00-1.40 (m, 3H), 1.02 (d, J = 6.0 Hz, 3H), 1.01 (d, J = 6.0 Hz, 3H) 0 

Hi 6 (19 4) 

3- (2- ( (3 1 - (4-7;i/tD-3-^f;i/7i^) ^ 




T L C : Rf 0.23 (^tf-> : Six^= 1:1) ; 

NMR (300 MHz, CDC1 3 ) : d 7.45-7.42 (ra, 2H), 7.28 (m, 1H), 7.20-7.10 (m, 4H), 
6.97 (ra, 1H), 6.92-6.84 (m, 2H), 6.30 (brd, J = 8.7 Hz, 1H), 5.17 (m, 1H), 5.05 (s, 
2H), 3.08-2.95 (m, 2H), 2.75-2.71 (m, 2H), 2.27 (s, 6H), 1.82-1.55 (ra, 3H), 0.99 (d, 
J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 Hz, 3H) 0 

%MM6 (19 5) 

3- (2- ( (3 1 - (4-7^tD-3-yf;i/7ir^) 7 

tUW^Jji) -4- (2-^DD-5-^?jl/7i;^f-;i,) 
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TL C : Rf 0.23 : iffl|if;i/= 1 : 1) ; 

NMR (300 MHz, CDQ,) : 6 7.52 (brs, 1H), 7.43 (m, 1H), 730-7.24 (m, 2H), 
7.18-7.11 (m, 2H), 6.97 (m, 1H), 6.79 (brs, 1H), 6.75 (brd, J = 7.8 Hz, 1H), 6.34 (brd, 
J = 8.1 Hz, 1H), 5.16 (m, 1H), 5.09 (s, 2H), 3.11-2.96 (m, 2H), 2.75-2.70 (m, 2H), 
2.32 (s, 3H), 2.27 (d, J = 1.5 Hz, 3H), 1.87-1.54 (m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 
0.98 (d, J = 6.3 Hz, 3H) D J 

HflSflJ 6 (19 6) 

3- (2 - ( (3-*?-;i/-l- (3, 5-y7^tD7i^) . 




TLC : Rf 0.53 (^Dn*M : **;-;v=9 : 1) ; 

NMR (300 MHz, CDClj) : 6 7.48-7.40 (m, 2H), 7.35-7.24 (ra, 3H), 7.02-6.94 (m, 
3H), 6.94-6.84 (m, 2H), 6.76-6.66 (m, 1H), 6.54 (brd, J = 8.4 Hz, 1H), 5.23-5.13 (m, 
1H), 5.04 (s, 2H), 3.02 (t, J = 7.2 Hz, 2H), 2.80-2.70 (m, 2H), 1.80-1.40 (m, 3H), 
0.99 (d, J = 6.0 Hz, 3H), 0.98 (d, J = 6.0 Hz, 3H) 0 
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mmme a 97) 

3- (2- ('(3-^^-1- (3, 5-^h^>7i^) 7>;i/) 




TLC : Rf 0.53 (^DO^A : jrf^y— ;)/=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.47-7.40 (m, 2H), 7.34-7.20 (m, 3H), 7.02-6.90 (m, 
3H), 6.51 (d, J = 2.1 Hz, 2H), 6.40-6.35 (m, 2H), 5.20-5.10 (m, 1H), 5.03 (s, 2H), 
3.79 (s, 6H), 3.08-3.00 (m, 2H), 2.76 (t, J = 7.5 Hz, 2H), 1.80-1.50 (m, 3H), 0.99 (d, 
J = 6.3 Hz, 6H) 0 

mm 6 (19S) 

3- (2- ( (3-^^-1-71=^7*^) #;W\*^;iO - 4- (1 




TLC : Rf 0.53 (7DD*M : J— ;i/= 9 : 1) ; 

NMR (300 MHz, CDC1,) : 6 7.40-7.18 (m, 10H), 6.94-6.82 (m, 3H), 6.25 (d, J = 
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8.4 Hz, 1H), 5.30 (q, J = 6.6 Hz, 1H), 5.22 (m, 1H), 2.96 (ra, 2H), 2.70 (ra, 2H), 
1.80-1.45 (m, 3H), 1.62 (m, 3H), 1.00-0.95 (m, 6H) 0 

mmme (199) 

3- (2- ( (2 h^>-2-7xr;n^) #;w^;i/) -4 - 

^ XOOH 



TLC : Rf 0.39 (7DD*;i/A : ^*7-;i/=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.46-7.27 (m, 10H), 7.02-6.95 (m, 3H), 6.51 (m, 1H), 
5.03 (s, 2H), 4.41 (dd, J = 8.4, 3.9 Hz, 1H), 3.87 (ddd, J = 13.5, 6.9, 3.9 Hz, 1H), 
3.46 (ddd, J = 13.5, 8.4, 4.5 Hz, 1H), 3.28 (s, 3H), 3.07 (t, J = 7.5 Hz, 2H), 2.76 (t, J 
= 7.5 Hz, 2H) 0 

mmms (200) 

3- (2- ( {2-7^-)V7uV)]/) £;W\*^ ;b) -4-7x7^>.* 





TLC : Rf 0.34 (£cm*;b£ : ;**7-;i/=9 : 1) ; 
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NMR (300 MHz, CDC1 3 ) : <? 7.40-7.20 (m, 10H), 7.02-6.91 (m, 3H), 6.03 (dd, J 
= 6.0, 5.7 Hz, 1H), 4.96 (s, 2H), 3.80 (ddd, J = 13.5, 6.0, 6.0 Hz, IK), 3.48 (ddd, J = 
13.5, 9.3, 5.7 Hz, 1H), 3.10 (in, 1H), 2.95 (t, J = 7.5 Hz, 2H), 2.71 (t, J = 7.5 Hz, 2H), 
1.34 (d, J = 6.9 Hz, 3H)o 



3- (2- ( (3-^^-1-71^7^) *;WVE-f;i/) - 4- (2 

^ ^ ^ .COOH 



TLC : Rf 0.38 (^DD^VA : *$J— ;i/= 9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.38-7.18 (no, 10H), 6.98-6.84 (m, 3H), 6.30 (d, J = 
8.1 Hz, 1H), 5.23 (dt, J = 8.1, 6.3 Hz, 1H), 4.16 (t, J = 6.9 Hz, 2H), 3.07 (t, J = 6.9 
Hz, 2H), 2.99 (dt, J = 33, 6.9 Hz, 2H), 2.72 (t, J = 6.9 Hz, 2H), 1.82-1.50 (m, 3H), 
0.98 (d, J = 6.6 Hz, 6H)» 

mm 6 (2 0 2) 

3- (2- (3-7 xz;vt;v* ij 4-^1/*^- ;V) -4-7i; 

7n;i>| 
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TLC : Rf 031 (^no^M : J— JV= 1 0 : 1) 0 

4 

mfaM6 (2 0 3) 

3- (2- (4-7iy^^"j^>- l-jjvmviR—fl') -4-7i 




COOH 



TLC : Rf 0.38 (i'OD^l/A : ;v= 1 0 : 1) 0 

3fe»ffil6 (2 0 4) 

3- (2- ( (2-p< h*>>- 1- (3, 

*;w^-r;i/) -4- (2-^nD-5-^5 : ;i/7iy^f;i') ?:c- 
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T L C : R f 0.39 (s\*V> : S8i^;v=: 1 : 1 ) 0 

$mm 6 (2 0 5) 

5 3- (2- ( (4-^f;i/-2-7i-JK>^) %)WEjJ)/) - 4- 




TLC : Rf 0.44 (f7UU*)l,& : ^^y— ;i/= 9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.40-7.15 (m, 10H), 7.10-6.90 (m, 3H), 5.92 (t, J = 
5.4 Hz, 1H), 4.95 (s,.2H), 3.86 (ddd, J = 13.5, 5.4, 5.4 Hz, 1H), 3.40 (ddd, J = 13.5, 
9.9, 5.4 Hz, 1H), 3.01 (m, 1H), 2.94 (t, J = 7.2 Hz, 2H), 2.71 (t, J = 7.2 Hz, 2H), 
1.65-1.40 (m, 3H), 0.89 (d, J = 6.6 Hz, 3H), 0.87 (d, J = 6.6 Hz, 3H) 0 

♦ * 

mmm 6 ( 2 0 6 ) 

< 
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TL C : Rf 0.42 (^Dn^/I/A : — )]/= 9 : 1) ; 

NMR (300 MHz, DMSO-d 4 ) : 6 939 (d, J = 8.7 Hz, 1H), 7.43-7.20 (m, 15H), 

7.03-6.90 (m, 3H), 6.36 (d, J = 8.7 Hz, 1H), 5.07 (s, 2H), 2.85 (t, J = 7.8 Hz, 2H), 

2.44(m,2H) 0 

mfaM6 (2 0 7) 

3- (2- ( (2->>^n7DW-l - (3, 5-^f;i/7ir;i/) x 
f-JU) iDW^sni/) -4- (2-^Dn-5-/f;i/7xy^?-;v) 




TLC : Rf 0.49 (^DD^M : — ;i/= 9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 7.57 (s, 1H), 7.44 (d, J = 8.1 Hz, 1H), 7.32-7.24 (m, 
2H), 6.96 (s, 2H), 6.91 (s, 1H), 6.79 (s, 1H), 6.74 (d, J = 8.1 Hz, 1H), 6.45 (d, J = 8.1 
Hz, 1H), 5.18 (m, 1H), 5.10 (s, 2H), 3.07 (m, 2H), 2.76 (t, J = 7.2 Hz, 2H), 2.31 (s, 
9H), 1.76 (m, 2H), 0.69 (m, 1H), 0.55-0.40 (m, 2H), 0.22-0.06 (m, 2H) 0 
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mM6 (2 0 8) 

3- (2 - ( (1- (3, 5-^^7ir;v) x^;U) ii;w^)V) 

-4- (2-^DD-5-^Wi;^f;v) 7i-;i/) 7*d;i> 



COOH 




TLC : Rf 0.46 (7od*;UA : p<*y-;i/=9 : 1) ; 
NMR (300 MHz, CDC1,) : <S 7.53 (s, 1H), 7.44 (d, J= 7.8 Hz, 1H), 7.30-7.23 (m, 
2H), 6.99 (s, 2H), 6.92 (s, 1H), 6.78 (s, 1H), 6.74 (d, J = 7.8 Hz, 1H), 6.36 (d, J = 7.5 
Hz, 1H), 5.23 (dq, J = 7.5, 6.9 Hz, 1H), 5.08 (s, 2H), 3.08 (t, J = 7.5 Hz, 2H), 2.77 (t, 
J = 7.5 Hz, 2H), 2,32 (s, 6H), 2.31 (s, 3H), 1.57 (d, J = 6.9 Hz, 3H) 0 



m 6 (2 0 9) 

3- (2- ( (3-^f;v-l-7ir;i/7f;i/) *;w^-r;p) -4-7 




TLC : Rf 0.28 (^^> : ftftx^-;i/= 1:1, 0.5 %B®) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.46 (s, 1H), 7.38-7.22 (m, 7H), 7.02-6.94 (ra, 3H), 
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6.78 (s, IK), 6.19 (d, J = 8.4 Hz, IK), 5.19 (ra, IK), 5.06 (s, 2H), 3.87 (s, 3H), 3.06 
(m, 2H), 2.76 (t, J = 7.5 Hz, 2H), 1.82-1.50 (m, 3H), 0.972 (d, J = 6.6 Hz, 3H), 0.969 
(d, J = 6.6 Hz, 3H) 0 

IWJ 6 (210) 

3- (2- ( ( 1 5=-;i/- 2 - 7 x.—jl^jl) ^;w^^;i/) -4-7 

^ ^ XOOH 



TLC : Rf 0.34 (?DO*;i/A : pt*7— ;i/= 1 0 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.43-7.16 (m, 10H), 7.03-6.92 (m, 3H), 5.99 (d, J = 
8.1 Hz, IK), 4.98 (s, 2H), 4.49 (m, 1H), 3.00-2.90 (m, 2H), 2.87 (d, J = 6.6 Hz, 2H), 
2.80-2.65 (m, 2H), 1.26 (d, J = 6.6 Hz, 3H) 0 

HaS&l 6 (211) 

3- (2- ( (3-^5 L ;i/-l-7x^;i/7 r ^;i/) *;w^-f;i/) - 4- (^ 
>\;^7*y-;i/-2--f;i/) 7x-;u) 7*n;i>^ 





COOH 
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TLC : Rf 0.48 (^PD-Jt;1/A : ^*y-;u= 10:1). 

mmm6 (212) 

3- (2 - ( (3-^^v-l-7x-;v^;v) *;wt^;i/) - 4- (1, 
5 3-i?tt1M>jr>-2-'()\r) 7i-;i/) 7*p^>^ 



TLC : Rf 0.46 (^DD^M : )l= 1 0 : 1) „ 

mmw6 (2 i 3) 

10 3 - (2- ((3-^^-l-7ir;i/^;i/) #;w\-^;i/) -4 - (-T 

> K— ^— i — t;m^;u) 71-;^ 

» 

^ ^ XOOH 



TLC : Rf 0.48 (^DD*M : 10: 1) 0 

15 H^J6 (2 14) 

3- (2- ( (4-^^;b- i-7i_M>^>-2-^;i/) £;w^-f 
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TLC : Rf 0.50 (^DD^M : J— )l= 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.43-7.16 (m, 10H), 7.04-6.93 (m, 3H), 5.76 (d, J = 
9.0 Hz, 1H), 4.99 (s, 2H), 4.53 (ra, 1H), 3.02-2.66 (m, 6H), 1.72 (m, 1H), 1.52-1.35 
5 (m, 2H), 0.97 (d, J = 6.0 Hz, 3H), 0.95 (d, J = 6.0 Hz, 3H) „ 

m&M6 (2 15) 

3- (2- ( (3-^;u- l-yx.=.)^^-))/) ^dw^jv) -4-^ 



10 




TLC : Rf 0.23 (^tJ-> :^^;V=2 : K 0.5%fj^) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.40 (s, 1H), 7.36-7.25 (m, 7H), 7.12 (s, 1H), 
7.03-6.95 (m, 3H), 6.31 (d, J = 8.1 Hz, 1H), 5.21 (m, 1H), 4.99 (s, 2H), 3.01 (m, 2H), 
2.74 (t, J = 7.5 Hz, 2H), 2.35 (s, 3H), 1.85-1.55 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H) Q 

15 

H»J6 (2 1 6) ■ 

3 - (2- ( (i-7$U>-2-' f/M*7l>) *;w^-Y;i/) -4- (1^5 
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cooh 




.N HN 



TLC : Rf 0.37 (£DD*;t/A : *$J— ;i/= 1 0 : 1) ; 
NMR (300 MHz, DMSO-d 6 ) : (5 12.14 (brs, 1H), 9.01 (t, J = 5.7 Hz, 1H), 
5 7.95-7.77 (m, 5H), 7.57-7.44 (m, 4H), 7.33-7.26 (m, 2H), 7.20 (d, J = 8.1 Hz, 1H), 
6.28 (m, 1H), 5.34 (s, 2H), 4.60 (d, J = 5.7 Hz, 2H), 2.92 (t, J = 7.8 Hz, 2H), 2.57- 
2.48(m,2H) 0 



r 



fl]6 (2 1 7) 



io 3 - ( 2 - ( ( 3 -tj-fr- 1-7 ;u) -4 - 



COOH 




TLC : Rf 0.46 (^dd^M : *#;-lV=5 : 1) ; 

NMR (300 MHz, CDC1 3 ) : d 7.77 (s, 1H), 7.43 (d, J = 8.1 Hz, 1H), 7.38-7.25 (m, 
15 2H), 7.20-6.90 (m, 9H), 6.10-5.95 (pa, 1H), 4.94 (s, 2H), 4.32 (q, J = 7.5 Hz, 1H), 
3.25-3.00 (m, 2H), 2.72 (ddd, J = 16.2, 10.2, 5.7 Hz, 1H), 2.51 (ddd, J = 16.2, 10.5, 
5.7 Hz, 1H), 1.80-1.40 (m, 3H), 0.88 (d, J = 6.6 Hz, 3H), 0.85 (d, J = 6.6 Hz, 3H)o 
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mmme (2 1 8) 

3- (2- ( (3-^^-1- (3, 5-^Wir;i/) 7>;V) * 

;ww;i/) -4- (t7^-l-^;Mf;i/) 7x-;u) 7u^>m 




TLC : Rf 0.54 (^DD^UA : p<*/-;i/= 10: 1), 
mMM6 (2 19) 

3- (2- ((3-^^-1- (3, 5-^ h=^>7oc^;i/) 75^) 




TLC : Rf 0.51 (^DD*M : ^^y-;v= 10:1), 
gMLg (2 2 0) 

3- (2- ( (8-^^-1-71-^^) *;w^-r;i/) - 3 

4-7 1; f-jvy sL-jv) ru^>m 

362 



WO 03/016254 



PCT/JP02/08I20 




TLC : Rf 0.38 : 1:1, 0.5%gf&) ; 

NMR (300 MHz, CDClj) : 6 7.40-7.25(m, 8H), 7.07 (d, J = 8.1 Hz, 1H), 7.01- 
6.93 (ra, 3H), 6.18 (d, J = 8.7 Hz, 1H), 5.29 (m, 1H), 4.96 (s, 2H), 2.90 (m, 2H), 2.62 
(m, 2H), 2.22 (bs, 3H), 1.90-1.55 (m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 
Hz, 3H) 0 



\MM6 (2 2 1) 

2- (2- (3-^^-1-71^1/7^) *;vw;v-4-7zy 



COOH 




TLC : R f 0.44 o □ *;i/A : ^ # y — ;i/= 9:1) ; 
NMR (300 MHz, CDC1,) : 6 7.57 (d, J = 1.5 Hz, 1H), 7.49 (dd, J = 7.8, 1.5 Hz, 
1H), 139-1. 2A (m, 8H), 7.03-6.92 (m, 3H), 6.65 (d, J = 8.4 Hz, 1H), 5.24 (m, 1H), 
5.08 (s, 2H), 4.67 (d, J = 11 Hz, 1H), 4.56 (d, J = 11 Hz, 1 H), 3.99 (d, J = 17 Hz, 1H), 
3.94 (d, J = 17 Hz, 1H), 1.89-1.52 (m, 3H), 0.99 (d, J = 6.5 Hz, 3H), 0.98 (d, J = 6.5 
Hz, 3H) 0 
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mmm6 (222) 

3- (2- ( ( 3 - 1 d^^> - 3 1 - 7 xr;i/7f 




TLC : Rf 0.42 (^QD^M : ^y—;^ l 0 : 1) 0 

4- (3-^.?;i/-l-7ir;i/^*;i/;^;i/) -2-^W77> 

COOH 




TLC : R f 0.29 DD^M : J. # J — ;i/ : R®= 90:10:1) ; 

NMR (300 MHz, DMSO-dJ : $ 8.94 (d, J = 8.7 Hz, 1H), 7.90-7.82 (m, 2H), 7.79 
(d, J = 0.6 Hz, 1H), 7.59 (t, J = 8.0 Hz, 1H), 7.45-7.39 (m, 2H), 736-7.28 (m, 2H), 
7.22 (m, 1H), 5.15 (ra, 1H), 1.87 (m, 1H), 1.70-1.48 (m, 2H), 0.93 (d, J = 6.3 Hz, 
6H)o 

364 



WO 03/0.16254 



PCT/JP02/08120 



nmM6 (2 2 4) 




TLC : Rf 0.53 (^DO*M r^^y— ;i/:fta=9 0:10:1) ; 

NMR (300 MHz, DMSO-dJ : 8.74 (d, J = 8.1 Hz, 1H), 7.91 (d, J = 8.1 Hz, 1H), 
7.76-7.69 (m, 2H), 7.50-7.18 (m, 6H), 5.14 (m, 1H), 1.88-1.71 (to, 2H), 1.52 (m, 1H), 
0.95 (d, J = 6.2 Hz, 3H), 0.93 (d, J = 6.2 Hz, 3H) 0 

mme (225) 

2- (7- (S-^f/lz-l-^ir;!/^/!/*/!//^/!/) 

i — < ^v) m 




TLC : Rf 0.35 (ftRi?;t/) ; 

365 
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NMR (300 MHz, DMSO-d 6 ) : 6 12.56 (s, 1H), 8.99 (d, J = 8.7 Hz, 1H), 7.65 (d, 
J = 7.8 Hz, 1H), 7.41-7.31 (m, 5H), 7.25-7.20 (ra, 1H), 7.14 (d, J = 6.6 Hz, 1H), 7.05 
(t, J = 7.8 Hz, 1H), 6.52 (d, J = 3.0 Hz, 1H), 5.17 (d, J = 18.3 Hz, 1H), 5.12-5.06 (m, 
1H), 4.97 (d, J = 18.3 Hz, 1H), 1.84-1.74 (m, 1H), 1.68-1.55 (m, IK), 1.50-1.41 (m, • 
1H), 0.95 (d, J = 6.3 Hz, 3H), 0.91 (d, J = 6.3 Hz, 3H)o 

mmm6 (2 2 6) 

2- (7- (3 -^5^1/- 1 -7^—;i7?-;],jjJW^s(j\,) ^y\t-)V- 

3— r;w mm 

COOH 




TLC : Rf 0.60 (SRx^) ; 

NMR (300 MHz, CDG1 3 ) : 6 10.25 (brs, 1H), 7.76 (d, J = 7.8 Hz, IK), 7.40-7.23 
(m, 7H), 7.11 (t, J = 7.8 Hz, 1H), 6.98 (d, J = 6.9 Hz, IK), 5.31-5.23 (m, 1H), 3.80 (s, 
2H), 1.89-1.58 (m, 3H), 1.01-0.97 (m, 6H) 0 

6 (2 2 7) 



366 



WO 03/0 16254 



PCT/JP02/08120 



COOH 




TLC : Rf 0.33 (^PD*;i/A : ;i/= 10:1) ; 

NMR (300 MHz, DMSO-dJ : 6 9.31 (s, 1H), 8.96 (d, J = 8.4 Hz, 1H), 8.24-8.13 

(m, 2H), 8.08 (d, J = 8.7 Hz, 1H), 7.97 (d, J = 8.7 Hz, 1H), 7.66 (m, 1H), 7.47-7.17 

(m, 5H), 5.14 (m, 1H), 1.88 (m, 1H), 1.67(m, 1H), 1.54 (m, 1H), 0.94 (d, J = 6.3 Hz, 

6H)o 



mme (228) 



^>K-;i/-4-w;u) ft 




COOH 




TLC : Rf 0.38 (n-^dp-y-> : ftffix^;b= 1 : 1) ; 

NMR (300 MHz, DMSO-d 6 ) : d 12.24 (bis, 1H), 8.56 (brd, J = 8.7 Hz, 1H), 8.01 

* 

(s, 1H), 7.50-7.20 (ra, 11H), 7.09 (t, J = 7.5 Hz, 1H), 6.92 (d, J = 7.5 Hz, IK), 5.47 (s, 
2H), 5.20-5.05 (m, 1H), 4.24 (d, J = 15.3 Hz, 1H), 4.01 (d, J = 15.3 Hz, IK), 1.90- 
1.45 (ra, 3H), 0.95 (t, J = 6.0 Hz, 6H) • 
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; nffi,M6 (2 2 9) 




TLC:Rf 0.33 (n-^> i^x^l : 1) ; 

NMR (300 MHz, DMSO-d s ) : 6 11.84 (brs, 1H), 8.48 (brd, J = 8.4 Hz, 1H), 7.87 
(s, 1H), 7.50-7.20 (m, 11H), 7.04 (t, J = 7.2 Hz, 1H), 6.89 (d, J = 7.2 Hz, 1H), 5.45 (s, 
2H), 5.20-5.05 (m, 1H), 3.40-3.10 (m, 2H), 2.38 (dt, J = 2.4, 7.8 Hz, 2H), 1.90-1.45 
(m, 3H), 0.95 (t, J = 6.3 Hz, 6H) 0 

mMM6 (2 3 0) 

3- (2- ( (3-^^i/-i-7izjV7*f;i/) *;w^E-f;i/) -4-^ 
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COOH 




TLC:Rf 0.27 (n-^W^ii^l : 1) ; 
NM R (300 MHz, DMSO-dJ : 6 8.82 (d, J = 8.7 Hz, 1H), 7.41-7.16 (m, 8H), 5.07 
(m, IK), 4.40 (s, 2H), 3J0 (s, 3H), 2.92-2.75 (m, 2H), 2.55-2.40 (m, 2H), 1.85-1.40 
(m,3H), 0.98-0.89 (m,6H) 0 

jij 6 (231) 

i 

2- (7- ( 3 - ^ 1 -7ir;i/7f;w;w^^;i/) -r>h*U>- 

i — f ^> im 




T L C : R f 0.40 ; 

NMR (300 MHz, DMSO-d 6 ) : d" 12.26 (s, 1H), 8.73 (d, J = 7.8 Hz, 1H), 7.36-7.28 
(m, 4H), 7.22-7.16 (m, 1H), 7.06 (d, J = 7.2 Hz, 1H), 6.93 (d, J = 7.2 Hz, 1H), 6.57 (t, 
J = 7.5 Hz, IK), 5.04-4.96 (m, IK), 4.11 (d, J = 18.3 Hz, IK), 3.85 (d, J = 18.3 Hz, 
IK), 3.47 (t, J = 8.4 Hz, 2H), 2.96-2.90 (m, 2H), 1.80-1.34 (m, 3H), 0.92-0.88 (m, 
6H)o 
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mm 6 (2 3 2) 




T L C : R f 0.70 (ffl«fc:£^-;i/) ; 

NMR (300 MHz, DMSO-d 6 ) : d 12.09 (brs, 1H), 8.73 (d, J = 9.0 Hz, 1H), 
7.38-7.18 (m, 5H), 7.05 (d, J = 7.5 Hz, 1H), 6.90 (d, J = 7.5 Hz, 1H), 6.57 (t, J = 7.5 
Hz, 1H), 5.04-4.95 (m, 1H), 3.41-3.35 (m, 2H), 3.23 (t, J = 75 Hz, 2H), 2.90-2.84 (m, 
2H), 2.30-2.24 (m, 2H), 1.80-1.41 (m, 3H), 0.90 (d, J = 6.3 Hz, 6H) 0 

$mm6 (2 3 3) 

3- (2- ( (3-^?;i/-i-7ir;w;i/) *;w^^r;i/) -4— > 






COOH 
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TLC : Rf 0.42 (>PD*;UA : ^£y-;i/=9 : 1) ; 

N M R (300 MHz, CDC1 3 ) : 6 7.65-7.58 (m, 2H), 7.41-7.25 (m, 6H), 6.50 (d, J = 

8.1 Hz, 1H), 5.22 (ra, 1H), 3.09-2.97 (m, 2H), 2.77-2.65 (m, 2H), 1.87-1.52 (m, 3H), 
0.99 (d, J = 6.6 Hz, 6H) 0 

1WJ6 (2 3 4) 



1 3 - (3 l-7izjl/7fj^;w^/f;i/) -5 



TLC : Rf 0.47 (^DD^;i/A : ^^y—;p=9 : i) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 8.81 (s, 1H), 8.39-8.31 (m, 2H), 7.75 (dd, J = 8.9, 
IS Hz, 1H), 7.59 (d, J = 8.9 Hz, 1H), 7.43-7.16 (m, 10H), 5.51 (s, 2H), 5.13 (m, 1H), 
1.79 (m, 1H), 1.69-1.48 (m, 2H), 0.93 (d, J = 6.6 Hz, 6H) . 

ft»J 6 (2 3 5) 



3- (8- ( 3 f 1 - 7 1 - ji/rfji/A^^-f -l, 2, 3, 





COOH 
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TLC : Rf 0.56 (Mftx*?\'> : 0 : 1) ; 

N M R (300 MHz, DMSO-dJ : 6 8.75 (d, J = 8.1 Hz, 1H), 7.40-7.27 (m, 4H), 7.23 
(m, 1H), 7.03-6.94 (m, 2H), 6.69 (t, J = 7.5 Hz, 1H), 4.98 (m, 1H), 3.22-3.02 (m, 4H), 
2.67 (t, J = 6.0 Hz, 2H), 2.40-2.17 (m, 2H), 1.84-1.67 (ro, 3H), 1.62-1.42 (m, 2H), 
0.91 (d, J = 6.3 Hz, 3H), 0.90 (d, J = 6.3 Hz, 3H) 0 

mMM 6 (2 3 6) 

3- (2- ( (3-^;i/- l-y^-)iy^Jl) tDW^^OV) 

^COOH 




TLC: R f 0.55 (f£ifcx^;t/) 0 

mmms (237) 
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3- (2- ((3-^^-1-71-;^^) *;ww;b) -4- (N 

XOOH 



T L C : R f 0.55 (IHRx^) 0 
%flfifl8 6 (2 3 8) 

3- (2- ( (3-^f;v-i-7i^;i/7f;i/) £;w\*^r;i0 -4-^ 

XOOH 




T L C : R f 0.65 (S8x^) • 
mm 6 (2 3 9) 

3- (2- ( (3-^^-1- (3-^f;i/7s-;v) 7-^;i/) *;w*e 

-Ol/) -4- (3-^>777iy^f;i/) 7x-;u) 7*D^>& 
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COOH 




TLC : Rf 0.47 (^nD*M : ;i>= 9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.43-7.06 (m, 11H), 6.40 (d, J = 8.7 Hz, 1H), 5.21 
(dt, J = 8.7, 8.7 Hz, 1H), 5.04 (s, 2H), 3.03 (m, 2H), 2.74 (t, J = 7.5 Hz, 2H), 2.35 (s, 
3H), 1.85-1.58 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H) 0 



%flgflH6 (2 4 0) 

3- (2- ( (3-^3^-1- (3-^h^7iz;t/) 
^>f;i/) -4- (3-J/7;7x;^^) 7i=^) 7"D^>| 



COOH 




T L C : R f 0.43 (^DD^I/A : * 9:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.42-7.15 (m, 8H), 6.95 (d, J = 7.8 Hz, 1H), 6.91 (m, 
IK), 6.81 (dd, J = 8.4, 2.7 Hz, 1H), 6.45 (d, J = 8.1 Hz, 1H), 5.22 (dt, J = 8.1, 8.1 Hz, 
1H), 5.03 (s, 2H), 3.81 (s, 3H), 3.02 (t, J = 7.2 Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 
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nmm 6 (241) 

3- (2- ( (3-^fjHl-7ir;i/7f;i/) *;wve-f ;]/) 




TLC : Rf 0.50 (n-^-tf-^ : Ij^^;i/= 1:1) ; 

NMR (300 MHz, DMSO-d t ) : 6 11.94 (s, 1H), 8.56 (d, J = 8.7 Hz, 1H), 7.35-7.18 
.(m, 15H), 6.96 (d, J = 8.4 Hz, 1H), 6.62 (dd, J = 8.4, 2.7 Hz, 1H), 6.56 (d, J = 2.7 Hz, 
1H), 4.98-4.90 (m, 1H), 4.72 (s, 4H), 2.72-2.58 (m, 2H), 2.34 (t, J = 7.8 Hz, 2H), 
1.73-1.50 (m, 2H), 1.40-1.31 (m, 1H), 0.86-0.83 (m, 6H) 0 

^MM 6 (2 4 2) 

3- (2- ( (3-^f;i/-i-7i^i/7"f^) *;w^-r;u) -4-7 
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COOH 




TLC :Rf 0.31 (n-^*y-> :|«oi^= 1 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 7.84-7.81 (m, 2H), 7.65 (m, 1H), 7.55-7.49 (m, 2H), 
739-7.26 (ra, 5H), 7.18 (d, J = 8.4 Hz, 1H), 6.97 (dd, J = 8.4, 2.4 Hz, 1H), 6.90 (d, J 
= 2.4 Hz, 1H), 6.39 (d, J = 8.1 Hz, 1H), 5.16 (m, 1H), 2.98-2.93 (m, 2H), 2.68-2.62 
(m, 2H), 1.81-1.63 (m, 2H), 1.55 (m, 1H), 0.98 (d, J = 6.6 Hz, 3H), 0.96 (d, J = 6.6 
Hz,3H)o 

mmw6 (243) 

3- (2- ( (3-^f;v-i-7i^7^) jbjw^^ni) -4->f 

XOOH 




TLC : Rf 0.28 (n~^ftf> : IMRx^7l/= 1 : 1) ; 

NMR (300 MHz, CDCI 3 ) : <5" 7.36-7.35 (m, 4H), 7.31-7.23 (m, 4H), 6.61 (brd, J 
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= 8.4Hz, 1H), 5.21 (m, 1H), 3.48 (quint, J = 6.9 Hz, 1H), 3.01-2.95 (m, 2H), 2.71- 
2.66 (ra, 2H), 1.85-1.66 (m, 2H), 1.58 (m, 1H), 1.55 (d, J = 6.9 Hz, 6H), 0.9 9 (d, J = 
6.6 Hz, 3H), 0.97 (d, J = 6.6 Hz, 3H) 0 

mmm6 (244) 

3- ( 1 3 - (3-*3-)V- l- (3, 5-¥*?-)V7=c-)V) 

y^jiitjjw^^ )]/) -f> h*-;i/-4-^;u) 7usi>M 

COOH / 



T L C : R f 0.34 DD^M : ^ * ^ -;i/= 9:1) ; 

NMR (300 MHz, CDCI3) : d 7.43 (s, 1H), 7.36-7.02 (m, 8H), 6.95 (s, 2H), 6.92 

(s, 1H), 6.25 (d, J = 8.4 Hz, 1H), 5.31 (s, 2H), 5.17 (dt, J = 8.4, 8.4 Hz, 1H), 3.33 (m, 
2H), 2.77 (t, J = 8.1 Hz, 2H), 2.31 (s, 6H), 1.80-1.50 (m, 3H), 0.99 (d, J = 6.3 Hz, 
3H), 0.98 (d, J = 6.3 Hz, 3H) 0 

mmm6 (245) 

3- (l- (3-^7/^>^;i/) -3- (3-tWu-i- (3, 5-i/ 




377 



WO 03/016254 



PCT/JP02/08120 




TLC : Rf 0.34 (tumiVIA : *$J— )V=9 : 1) ; 
N M R (300 MHz, CDC1 3 ) : 6 7.60 (d, J = 8.1 Hz, 1H), 7.48-6.90 (m, 10H), 6.28 
(d, J = 8.4 Hz, 1H), 535 (s, 2H), 5.19 (dt, J = 84, 8.4 Hz,'lH), 3.32 (m, 2H), 2.78 (t, 
J = 8.1 Hz, 2H), 2.32 (s, 6H), 1.93-1.60 (m, 3H), 1.00 (d, J = 6.3 Hz, 3H), 0.99 (d, J = 
6.3 Hz, 3H) 0 

g£§feffj 6 (2 4 6) 

2- (8- (3 — ^^l/— 1 — (3, 5-^^7i-;i/) -ff-AfiDM 

- l, 2, 3, 4-fb7th-D^ y>-i-^;u) ff& 




TLC : Rf 0.33 : ;i/= 1 0 : 1) ; 

NMR (300 MHz, DMSO-dJ :6 8.94 (m, 1H), 7.14 (m, 1H), 7.01 (m, 1H), 6.97 

(s, 2H), 6.84 (s, 1H), 6.72 (m, 1H), 4.92 (m, 1H), 3.67 (d, J = 17.4 Hz, 1H), 3.57 (d, J 
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= 17.4 Hz, 1H), 3.30-3.04 (m, 2H), 2.76-2.66 (m, 2H), 2.25 ( s, 6H), 1.96-1.68 (m, 
3H), 1.66-1.34 (m, 2H), 0.91 (d, J = 6.0 Hz, 3H), 0.90 (d, J = 6.0 Hz, 3H) 0 

mmm6 (247) 



5 2- (7 - ( (3-^;i/-i- (3, 5 -vtT-fr? y^-)v) £ - 



TLC : Rf 0.60 (n-^W> : »ffi^^= 2 : 1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 12.22 (brs, 1H), 8.63 (d, J = 7.8 Hz, 1H), 
10 7.07-6.82 (m, 5H), 6.57 (t, J = 7.5 Hz, 1H), 4.97-4.89 (m, 1H), 4.12 (d, J = 18.3 Hz, 
1H), 3.81 (d, J = 18.3 Hz, 1H), 3.47 (t, J = 8.7 Hz, 2H), 2.96-2.90 (m, 2H), 2.24 (s, 
6H), 1.78-1.68 (m, 1H), 1.62-1.54 (m, 1H), 1.40-1.30 (m, 1H), 0.91-0.87 (m, 6H) o 



15 3- (2- ( (3-^^-i-7xz^f;i/) £;w^E-r;i/) -4-^ 
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TLC:Rf 0.55 (mfctf-ls* 9 : 1) ; 

NMR (300 MHz, CDd 3 ) : 6 7.40-7.20 (m, 10H), 7.03 (d, J = 8.1 Hz, 1H), 6.62 
(dd, J = 8.1, 2.4 Hz, 1H), 6.54 (d, J = 2.4 Hz, 1H), 6.22 (d, J = 8.7 Hz, 1H), 5.18 (q, J 
= 8.4 Hz, 1H), 4.30 (s, 2H), 2.86 (t, J = 7.2 Hz, 2H), 2.66 (t, J = 7.2 Hz, 2H), 1.80- 
1.50 (m, 3H), 0.96 (d, J = 6.3 Hz, 6H) 0 

mmm6 (24 9) 

3- (2- ( (3-*5Vl/-l- (3, 4-^h^>7z^l/) yf-Jl) 




TLC : Rf 0.45 (j&fb* 3=- 1/ > : p<*y-;i/=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.44-7.34 (m, 3H), 7.32-7.24 (m, 2H), 7.20-7.14 (m, 
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2H), 6.94-6.88 (ra, 2H), 6.84 (d, J = 8.7 Hz, 1H), 6.42 (d, J = 8.4 Hz, 1H), 5.20 (g, J 
= 7.2 Hz, 1H), 5.02 (s, 2H), 3.88 (s, 3H), 3.86 (s, 3H), 3.01 (t, J = 8.1 Hz, 2H), 2.73 
(t, J = 8.1 Hz, 2H), 1.90-1.50 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H) 0 

t 

5 mmm6 (250) 

3- (3-s<>i>ji- 1 - (3 -^f 1 -7i^7f;i/*;i/;^^;i/ 

^-^r cooh 



TLC : Rf 0.44 (^DD*M : J— ;i/= 9 : 1) ; 
10 NMR (300 MHz, CDC1 3 ) : <S 7.47 (d, J = 7.2 Hz, 1H), 7.40-7.15 (m, 9H), 7.09 (t, 
J = 7.2 Hz, 1H), 7.01 (d, J = 7.2 Hz, 1H), 6.90-6.80 (m, 2H), 6.67 (s, 1H), 5.17 (brd, 
J = 8.4 Hz, 1H), 5.02-4.83 (m, 3H), 4.09 (s, 2H), 3.11 (dd, J = 8.7, 5.7 Hz, 2H), 2.59 
(dd, J = 8.7, 6.9 Hz, 2H), 1.35-1.15 (m, 2H), 1.15-0.97 (m, 1H), 0.77 (d, J = 6.6 Hz, 
3H), 0.72 (d, J = 6.6 Hz, 3H)o 



6 (251) 

3- (2- ( (3-^^-1- (3-^f;i/-4-7MD7i-M y' 
?)l>) #;WTE^;i/) - 4- (3-W7xy^^I/) 7i-^) 7* 
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COOH 




TLC : Rf 0.35 (^DD^l/A : }V= 10:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.42-7.35 (ra, 3H), 7.31-7.25 (ro, 2H), 7.21-7.11 (m, 
4H), 6.96 (dd, J = 8.7, 8.7 Hz, 1H), 6.46 (d, J = 8.4 Hz, 1H), 5.17 (m, 1H), 5.03 (s, 
5 2H), 3.06-2.95 (m, 2H), 2.76-2.64 (m, 2H), 2.26 (d, J = 1.5 Hz, 3H), 1.81-1.53 (m, 
3H), 0.97 (d, J = 6.6 Hz, 6H) 0 



»J 6 (2 5 2) 

3- (2- ( O-^^-i-?!^^;!/) *;w\*^;i/) -4-^ 



10 f;i/7M-M+i'7xr^ t*d^> 



COOH 




TLC : Rf 0.52 (^PD^;i/A : ^^y-;i/=9 : 1) ; 

NMR (300 MHz, CDCU : 7.36-7.34 (m, 4H), 7.30-7.24 (m, 4H), 6.67 (>rd, J 
= 8.1 Hz, 1H), 5.21 (m, 1H), 3.14 (s, 3H), 3.02-2.91 (ro, 2H), 2.70-2.64 (m, 2H), 
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1.85-1.67 (ra, 2H), 1.58 (ra, 1H), 0.97 (d, J = 6.0 Hz, 6H) 0 



mmm 6 (253) 

3- (2 - ( (3-*?JV-l- (3, 5-^h^7i-;t/) 
fijW^jJl) -4- (3-W7i;^^) 7izjl/) 7u;Vy 



COOH 




TLC : Rf 0.43 (^on^M : ^#y-;i/= 10:1) ; 

N MR (300 MHz, CDC1,) : 6 7.44-7.14 (m, 7H), 6.52 (s, 2H), 6.48 (d, J = 8.4 Hz, 
1H), 6.37 (s, 1H), 5.17 (m, 1H), 5.03 (s, 2H), 3.79 (s, 6H), 3.03 (t, J = 7.2 Hz, 2H), 
2.75 (t, J = 7.2 Hz, 2H), 1.83-1.56 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H) 0 

i 

mmm 6 (254) 

8- (3-^^;i/-i- (3, 5-^^71-;^) yi-K-hftn^-i M 

COOH V^y^ 
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T L C : R f 0.67 DD^VA : J —)\>= 10: 1 ) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 8.97 (d, J = 8.4 Hz, 1H), 8.S0 (s, 1H), 8.12-7.95 
(m, 3H), 7.73-7.58 (m, 2H), 7.02 (s, 2H), 6.87 (s, 1H), 5.12 (m, 1H), 2.27 (s, 6H), 
1.84-1.65 (m, 2H), 1.54-1.39 (m, 1H), 1.00 (d, J = 6.0 Hz, 3H), 0.93 (d, J = 6.0 Hz, 
3H) 0 

mmm 6 (255) 

7- o-^^iz-i- (3, s-^wi^) r^*;^*^ ;io 

COOH 



T L C : R f 0.55 Dn*M : * J — )V : 1HR= 9 0:10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.29 (dd, J = 7.7, 1.3 Hz, 1H), 7.93 (d, J = 7.8 Hz, 
1H), 7.85 (dd, J = 7.7, 1.3 Hz, 1H), 7.74 (s, 1H), 7.45 (t, J = 7.7 Hz, 1H), 7.07 (s, 2H), 
6.89 (s, 1H), 5.28 (m, 1H), 2.32 (s, 6H), 2.00-1.66 ( m, 3H), 1.02 (d, J = 8.3 Hz, 3H), 
1.00 (d, J = 8.3 Hz, 3H) 0 



3- (2- ( (3-*^;i/-l- (3, 5-^f;i/7xr;i/) 7>,>l/) £ 
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TLC ; Rf 0.61 : ;**y-;b=9 : 1) ; 

NMR (300 MHz, CDC1,) : 6 7.46-7.24 (m, 6H), 7.16-7.08 (m, 1H), 6.98-6:80 (m, 
4H), 6.56-6.42 (m, 1H), 5.17 (s, 2H), 5.13 (q, J = 7.2 Hz, 1H), 3.00-2.85 (ra, 2H), 
2.70-2.55 (m, 2H), 2.29 (s, 6H), 1.80-1.50 ( m, 3H), 0.96 (d, J = 5.4 Hz, 6H)o 

mmme (2 5 7) 

3- (2- ( (3-*3SH/-l- (3, 5-^^f;V7i^) * 

XOOH 




TLC : Rf 0.57 : j*#y-)l=9 : 1) ; 

NMR (300 MHz, CDd 3 ) : (5 7.38-7.24 (m, 5H), 7.03 (d, J = 8.4 Hz, 1H), 6.91 (s, 
3H), 6.62 (dd, J = 8.4, 2.4 Hz, 1H), 6.55 (d, J = 2.4 Hz, 1H), 6.15 (d, J = 8.4 Hz, 1H), 
5.11 (q, J = 8.4 Hz, 1H), 4.30 (s, 2H), 2.88 (t, J = 7.5 Hz, 2H), 2.67 (t, J = 7.5 Hz, 
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2H), 2.30 (s, 6H), 1.80-1.50 (ra, 3H), 0.96 (d, J = 6.3 Hz, 6H) 0 



mM6 (2 5 8) 

3- (2- ( (3-^3VU-l- (3, 5-^f;i/7i-;v) * 
5 -4- (-T v-f >h*y>-2-^;i/) 7i-A) > 



COOH 




TLC : Rf 0.47 OSfb* U > : ^^/-;i/=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.40-7.25 (m, 4H), 7.16 (d, J = 8.4 Hz, 1H), 6.98 (s, 
2H), 6.92 (s, 1H), 6.67 (dd, J = 8.4, 2-4 Hz, 1H), 6.60 (d, J = 2.4 Hz, 1H), 6.40 (d, J = 
10 8.4 Hz, 1H), 5.19 (q, J = 8.4 Hz, 1H), 4.62 (s, 4H), 2.92 (t, J = 7.2 Hz, 2H), 2.72 (t, 
J = 7.2 Hz, 2H), 2.32 (s, 6H), 1.85-1.55 (m, 3H), 1.00 (d, J = 6.3 Hz, 6H)o 

mmm6 (259) 

3- (2- ( (3, 5-^f;i/7i-;i/) * 

15 ;i//^-f;i/) - 4 - 7 x y dp ^ *;i/^r;i/7 ^77 Tunym 
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,COOH 




TLC : Rf 0.47 iMfc*3-V> : *#;-fr=9 : 1) ; 

N M R (300 MHz, CDC1 3 ) : 6 7.52 (s, 1H), 7.42-7.32 (m, 3H), 7.28-7.10 (m, 4H), 

6.94 (s, 2H), 6.88 (s, 1H), 6.48 (d, J = 8.7 Hz, 1H), 5.13 (q, J = 8.7 Hz, 1H), 3.00- 

2.90 (ra, 2H), 2.70-2.60 (m, 2H), 2.28 (s, 6H), 1.80-1.50 (m, 3H), 0.95 (d, J = 6.3 Hz, 

6H) 0 

mmm 6 ( 2 6 0 ) 

2- (7- (3 1- (3, 5-^^7ir;i/) ff-toluw 

/— COOH 




T L C : R f 0.48 {2 DD^A : * # /-;i/= 9:1) ; 
N M R (300 MHz, CDC1 3 ) : 6 8.03 (dd, J = 7.7, 1.3 Hz, 1H), 7.69 (d, J = 7.8 Hz, 
1H), 7.64 (dd, J = 7.7, 1.3 Hz, 1H), 7.31 (t, J = 7.7 Hz, 1H), 6.99 (s, 2H), 6.86 (s, 1H), 
6.75 (s, 1H), 5.23 (m, 1H), 3.93 (s, 2H), 2.29 (s, 6H), 1.91-1.59 (m, 3H), 0.97 (d, J = 
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6.2 Hz, 3H), 0.95 (d, J = 6.2 Hz, 3H) 0 

mm 6 (2 6 1) 

3- (2- ( (3-^^;V- 1- (3, 5-^7MD7i^l/) 7 - ^) 




TLC:Rf 0.51 : ^ * ;i/= 9:1) ; 

NMR (300 MHz, CDCI3) : <? 7.45-7.15 (m, 8H), 6.90 (t, J = 8.4Hz, 2H), 6.65 (d, 
J = 8.4 Hz, 1H), 5.72 (q, J = 8.4 Hz, 1H), 5.05 (s, 2H), 3.04 (t, J = 7.2 Hz, 2H), 2.72 
(t, J = 7.2 Hz, 2H), 1.95-1.80 (m, 1H), 1.80-1.65 (m, 1H), 1.65-1.50 (m, 1H), 1.00 
(d, J = 6.0 Hz, 3H), 0.98 (d, J= 6.0 Hz, 3H) a 

mmms (2 6 2) 

3- (2- C(3-^-l-.(3, 5-^f;V7i^V) 7^) * 
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COOH 




T L C : R f 0.46 (*Bfb.* ^ 1/ > : * #;—))/= 9:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.10-8.00 (m, 1H), 7.85 (d, J = 8.0 Hz, 2H), 7.71 (s, 
1H), 7.60-7.42 (ra, 4H), 7.24-7.18 (m, 1H), 6.96 (s, 2H), 6.89 (s, 1H), 6.70-6.62 (m, 
1H), 5.14 (q, J = 7.5 Hz, 1H), 3.05-2.95 (m, 2H), 2.75-2.65 (m, 2H), 2.30 (s, 6H), 
1.85-1.55 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H) 0 



00 6 (2 6 3) 

3- (2- ( (3-pWI/- 1- (3, * 

;w^-f;v) -4- (N-^^-N-^WU) 7i-;i/).7"d/i 




COOH 




TLC : Rf 0.57 {ffib*?-\s> : ;i/=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 8 7.36-7.16 (m, 5H), 7.06 (d, J = 8.7 Hz, 1H), 6.89 (s, 
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3H), 6.72 (dd, J= 8.7, 3.0 Hz, 1H), 6.64 (d, J = 3.0 Hz, 1H), 6.12 (d, J = 8.4 Hz, 1H), 
5.10 (q, J = 8.4 Hz, 1H), 4.50 (s, 2H), 3.04 (s, 3H), 2.88 (t, J = 7.5 Hz, 2H), 2.67 (t, J 
= 7.5 Hz, 2H), 2.29 (s, 6H), 1.80-1.45 (m, 3H), 0.96 (d, J = 6.6 Hz, 3H), 0.95 (d, J = 
6.6 Hz, 3H)o 

mmm6 (2 6 4) 

2- (2- ( (3-*^»-l - (3, 5-^^7i-/V) 7^;i0 * 

XOOH 




TLC : Rf 0.38 (i'DD^M : p<*y-;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 8.01 (s, 2H), 7.51 (dd, J = 7.6, 2.3 Hz, 1H), 7.32- 
7.22 (m, 2H), 7.13-6.84 (m, 7H), 5.22 (m, 1H), 5.00 (s, 2H), 4.78 (s, 2H), 2.28 (s, 
6H), 1.94-1.54 (m, 3H), 0.95 (d, J = 6.0 Hz, 6H) 0 

mmm 6 (2 6 5) 

2- (2- ( (3 -pWU- 1 - (3, 5-^^7z^) * 

;w\*^E-r;u) -4- (3-W7i;wf;v) 7i;^» m 
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TLC : Rf 0.38 (^DD^I/A : J— ;i/= 9 : 1) ; 
N M R (300 MHz, CDC1 3 ) : 6 8.29 (d, J = 7.5 Hz, 1H), 8.10 (d, J = 1.2 Hz, 1H), 
7.48 (dd, J = 7.6, 2.3 Hz, 1H), 7.35 (t, J = 8.4 Hz, 1H), 7.24 (m, 1H), 7.18-7.10 (ra, 
2H), 7.01 (s, 2H), 6.93 (d, J = 8.4 Hz, 1H), 6.85 (s, 1H), 5.22 (m, 1H), 5.00 (s, 2H), 
4.79 (s, 2H), 2.27 (s, 6H), 1.97-1.57 (m, 3H), 0.95 (d, J = 6.3 Hz, 6H) 0 

mmm6 (2 6 6) 

3- (2- ( (3-^jv-i- (3, 5-^f;i/7i-;i/) 7^;u) * 



COOH 




TLC : Rf 0.41 (^-fb^l" > : ;**y-;u=9 : 1) ; 

NMR (300 MHz, CD 3 OD) : <5 8.92 (d, J = 8.7 Hz, 1H), 7.92 (dd, J = 8.1, 2.1 Hz, 
1H), 7.85 (d, J = 2.1 Hz, 1H), 7.66 (d, J = 8.4 Hz, 2H), 7.46 (d, J = 8.1 Hz, 1H), 7.35 
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(t, J = 8.4 Hz, 2H), 7.14 (t, J = 8.4 Hz, 1H), 7.00 (s, 2H), 6.89 (s, 1H), 5.15-5.05 (m, 
1H), 3.01 (t, J = 7.2 Hz, 2H), 2.55 (t, J = 7.2 Hz, 2H), 2.30 (s, 6H), 1.90-1.50 (m, 3H), 
1.01 (d, J = 6.3 Hz, 3H), 0.99 (d, J = 6.3 Hz, 3H)o . 

mmme (2 6 7) 

3- (2- ( (3-^;U-l- (3, 5 -V*?-fr7 * 

;ws*^E-f;i/) -4- (N --T^T-JU-N -sOi/JVT K S ) y^-)\y) 7°n 




TLC : Rf 0.44 : ;i/= 9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.30-7.10 (m, 6H), 7.10-7.00 (m, 1H), 7.00-6.85 (m, 
3H), 6.68 (s, 1H), 5.86 (d, J = 8.1 Hz, 1H), 5.06 (q, J = 8.1 Hz, 1H), 4.83 (s, 2H), 
3.05-2.95 (m, 2H), 2.70-2.60 (m, 2H), 2.31 (s, 6H), 1.85 (s, 3H), 1.70-1.40 (m, 3H), 
0.96 (d, J = 63 Hz, 3H), 0.95 (d, J = 6.3 Hz, 3H) 0 

HflSgQ6 (2 6 81 

3- (2- ( (3-^;i>- 1- (3, 5 -P**J\/7 ij 

;w^-r;u) - 4- ( (N-7iz;t/7>y) fc^-;^* 7i-;v) 
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TLC : Rf 0.44 (ttfls* 1/ > : ;i^9 : 1) ; 

NMR (300 MHz, CD 3 OD) : d 7.46-7.34 (m, 4H), 732-7.20 (m, 3H), 7.05-6.98 (m, 
3H), 6.88 (s, 1H), 5.08 (dd, J = 9.6, 6.0 Hz, IK), 2.90 (t, J = 7.5 Hz, 2H), 2.50 (t, J = 
15 Hz, 2H), 2.30 (s, 6H), 1.85-1.50 ( m, 3H), 1.00 (d, J = 6.0 Hz, 3H), 0.98 (d, J = 
6.0 Hz, 3H)o 

mmme (2 6 9) 

3- (2- ( (3-*?;v- 1- (3, 5-3?*?7l/7:n— /l0 * 

;w^-f;i/) -4-7i^;i/x;^-;i/7V7i-;i/) 7"n;^i 

XOOH 




TLC : Rf 0.48 (^b^^l/> : /^y-;i/=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.71 (d, J = 7.5 Hz, 2H), 7.52 (t, J = 7.5 Hz, IK), 

7.40 (t, J = 7.5 Hz, 2H), 7.20-7.12 (m, 1H), 7.10-7.00 (m, 2H), 6.96-6.88 (m, 4H), 



393 



WO 03/0 16254 PCT/JP02/08 120 

6.42 (d, J = 8.7 Hz, 1H), 5.09 (q, J = 8.7 Hz, 1H), 2.95-2.85 (m, 2H), 2.65-2.55 (m, 
2H), 2.30 (s, 6H), 1.80-1.50 (in, 3H), 0.96 (d, J = 6.3 Hz, 6H) 0 

l»J6 (2 7 0) 

♦ 

5 3- (2- ( ( 3-*3Vl>-l- (3, 7^;!/) * 




TLC : Rf 0.56 (i&it*3-V> :^*y-;i/=9 : 1) ; 
10 NMR (300 MHz, CDC1 3 ) : (? 7.30-7.16 (m, 7H), 7.12 (d, J = 3.0 Hz, 1H), 6.91 (s, 
3H), 6.18 (d, J = 8.7 Hz, 1H), 5.09 (q, J = 8.7 Hz, 1H), 4.80 (s, 2H), 3.00-2.90 (m, 
5H), 2.66 (t, J = 7.5 Hz, 2H), 2.31 (s, 6H), 1.80-1.50 (m, 3H), 0.97 (d, J = 6.3 Hz, 
3H), 0.96 (d, J = 6.3 Hz, 3H)o 

15 mm 6 (2 7i) 

3- (3- ( ( 3 f-fr- 1 - (3, 5-^Wi^)-W) * 

;wre^;i/) - 5- (3-^>^y ? 7i^) 7*cm>^ 
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COOH 




TLC : Rf 0.51 (£DD*;i/A : jrf*y-;u= 10:1) ; 

NMR (300 MHz, DMSO-d 6 ) : <5 8.65 (d, J = 8.4 Hz, 1H), 7.76 (s, 1H), 7.71 (s, 
1H), 7.54-7.33 (m, 5H), 6.97 (s, 2H), 6.83 (s, 1H), 5.17 (s, 2H), 5.02 (m, 1H), 2.89 (t, 
J = 7.5 Hz, 2H), 2.58 (t, J = 7.5 Hz, 2H), 2.24 (s, 6H), 1.81 (ra, 1H), 1.66-1.43 (m, 
2H), 0.91 (d, J = 6.0 Hz, 3H), 0.89 (d, J = 6.0 Hz, 3H) 0 

mmme (2 72) 

3- (3- ( (3-PW1/-1- (3, 5-^^7i_;i/) 7>;v) * 
;w\^E-f;i/) -5- (3-^>?;7i;^^) 7x-;u) t*d^.>^ 

COOH 




TLC : Rf 0.50 (^DD*;VA : 10: 1 ) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 8.76 (d, J = 8.4 Hz, 1H), 8.17 (s, 1H), 7.95 (s, 
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IK), 7.91 (s, IK), 7.64 (d, J = 15.9 Hz, 1H), 7.60-7.34 (m, 4H), 6.97 (s, 2H), 6.84 (s, 
1H), 6.84 (d, J = 15.9 Hz, 1H), 5.23 (s, 2H), 5.04 (m, 1H), 2.24 (s, 6H), 1.82 (m, 1H), 
1.68-1.45 (m, 2H), 0.92 (d, J = 6.0 Hz, 3H), 0.90 (d, J = 6.0 Hz, 3H)„ 

* 

(2 7 3) 

4- (3- ( (3-*?Jl-l- (3, 5 -V*?-)\,7 *=.)),) y^jl) £ 
JW^^ J]/) - 5- (3-^>Ty 7aiy^r>>^^;i/) 7x-;i/) ^ >^ 



COOH 




TLC : Rf 0.49 (^DD^l/A : )]/= 10:1) ; 

NMR (300 MHz, DMSO-d,,) : <5 8.67 (d, J = 8.4 Hz, IK), 7.76 (s, IK), 7.67 (s, 
1H), 7.55-7.33 (m, 5H), 6.97 (s, 2H), 6.83 (s, 1H), 5.18 (s, 2H), 5.03 (m, 1H), 2.65 (t, 
J = 7.8 Hz, 2H), 2.28-2.19 (m, 2H), 2.24 (s, 6H), 1.89-1.74 (m, 3H), 1.66-1.43 (m, 
2H), 0.91 (d, J = 6.0 Hz, 3H), 0.89 (d, J = 6.0 Hz, 3H) 0 

gfiSjL6 (2 7 4) 

3- (2- (l- (3, 5-y^f;i/7xr;p) ^;u*;w^-f ;i/) -4 
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COOH 



TLC : Rf 0.64 (Watf-Vl/ : **S—J]/=9 : 1) ; 

NMR (300 iMHz, CDC1 3 ) : 6 7.44-7.24 (m, 5H), 7.22-7.14 (m, 2H), 6.94 (s, 2H), 
6.91 (s, 1H), 6.39 (d, J = 8.4 Hz, 1H), 5.07 (q, J = 8.4 Hz, 1H), 5.03 (s, 2H), 3.04 (t, J 
= 7.2 Hz, 2H), 2.73 (t, J = 7.2 Hz, 2H), 2.30 (s, 6H), 2.00-1.75 (m, 2H), 1.50-1.25 
(m, 2H), 0.95 (t, J = 7.5 Hz, 3H) 0 



fyfcfl)6 (2 7 5) 

3- (2- ( (3-^;u-i- (3, 5-i?^^7x^) * 



COOH 




TLC : Rf 0.43 (^DD^A : **>>-;i/=l 0:1); 

NMR (300 MHz, DMSO-d 4 ) : 6 8.88 (d, J = 8.7 Hz, 1H), 8.02 (dd, J = 7.8, 2.1 Hz, 

+ 
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1H), 7.83 (d, J = 2.1 Hz, 1H), 7.72 (d, J = 2.1 Hz, 1H), 7.49 (d, J = 7.8 Hz, 1H), 7.47 
(d, J = 2.1 Hz, 1H), 6.96 (s, 2H), 6.85 (s, 1H), 6.30 (t, J = 2.1 Hz, IE), 5.82 (s, 2H), 
4.98 (m, 1H), 2.93 (t, J = 7.8 Hz, 2H), 2.46 (t, J = 7.8 Hz, 2H), 2.25 (s, 6H), 1.80- 
1.55 (m, 2H), 1.44 (m, 1H), 0.93 (d, J = 6.6 Hz, 3H), 0.91 (d, J = 6.6 Hz, 3H)o 

mmm 6 (276) 

3 - (2- ( (l - (3, 5-^3VU7oi-;i/) 7*0 £;w\-qE^ 

XOOH 




TL C : Rf 0.49 (^DD*M : ^*7 — ;U= 10:1) ; 

N M R (300 MHz, DMSO-d 6 ) : 6 8.74 (d, J = 8.4 Hz, 1H), 7.56-7.28 (m, 7H), 6.95 
(s, 2H), 6.84 (s, 1H), 5.16 (s, 2H), 4.77 (m, 1H), 2.85 (t, J = 7.8 Hz, 2H), 2.46 (t, J = 
7.8 Hz, 2H), 2.24 (s, 6H), 1.80-1.63 (m, 2H), 0.89 (t, J = 7.2 Hz, 3H) 0 

mmm6 (277) 

3- (2- ( (3-*^;U-l- (3, 5-^f;i/7xr,)l/) 7*5^) £ 
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COOH 



A 




TLC : Rf 0.51 mih^]/> : j**;-)\s=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.54-7.42 (m, 4H), 7.40-732 (m, 2H), 7.32-7.22 (m, 
2H), 7.09 (d, J = 16.5 Hz, 1H), 7.03 (d, J =16.5 Hz, 1H), 6.98 (s, 2H), 6.92 (s, 1H), 
6.35 (d, J = 8.7 Hz, 1H), 5.19 (q, J = 8. 7 Hz, 1H), 3.01 (t, J = 7.5 Hz, 2H), 2.72 (t, J 
= 7.5 Hz, 2H), 2.32 (s, 6H), 1.85-1.60 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H) 0 



'MM 6 (2 7 8) 

3- (2- ( O-pWU-I- (3, 5-^^l/7i-;V) t> 

-4- (2- (V^V—fr-l-JJV) 7j^—)\s) 7* 



COOH 




TLC : Rf 0.50 (^DD*M : ^#7 — ;b= 10:1) ; 

NMR (300 MHz, CDC1 3 ) : <5" 7.50 (s, 1H), 7.17-6.88 (m, 6H), 6.75 (s, 1H), 6.23 
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(d, J = 8.7 Hz, 1H), 6.12 (t, J = 2.1 Hz, 1H), 5.12 (m, 1H), 4.29 (t, J = 6.9 Hz, 2H), 
3.08 (t, J = 6.9 Hz, 2H), 2.98 (t, J = 7.2 Hz, 2H), 2.70 (t, J = 7.2 Hz, 2H), 2.32 (s, 6H), 
1.84-1.52 (m, 3H), 0.99 (d, J = 6.6 Hz, 6H)o 

mmm6 (279-) 

3- (2- ( (3-^;i/-l- (3, 5-iS*&]s7*-)V) 7*)V) ti 

jm^jjv) -4 - (2-7WD7i;jp^^) 71^) yu^> 




TLC : Rf 0.53 (^DD^M : ;i/= 10:1) ; 

NMR (300 MHz, CDC1 3 ) : <? 7.44 (s, 1H), 7.42 (d, J = 8.1 Hz, 1H), 7.28 (d, J = 
8.1 Hz, 1H), 7.15-6.87 (m, 4H), 6.96 (s, 2H), 6.91 (s, 1H), 6.31 (d, J = 8.7 Hz, 1H), 
5.16 (m, 1H), 5.09 (s, 2H), 3.08-2.97 (m, 2H), 2.72 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 
1.85-1.56 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)» 

3- (2- ( (3-^;i/-i- (3, 5-^^;i/7irji,) * 

)vn^)\y) -4- (2-^pp7oiy^^^;i/) 7i^) 7n;t>i 
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COOH 




TLC : Rf 0.53 (^DP*;i/A : *?J—)]/= 1 0 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.52 (s, 1H), 7.46-7.35 (m, 2H), 7.28 (d, J = 8.1 Hz, 
1H), 7.21 (m, 1H), 7.00-6.87 (m, 2H), 6.95 (s, 2H), 6.91 (s, 1H), 6.29 (d, J = 8.4 Hz, 
1H), 5.16 (m, 1H), 5.12 (s, 2H), 3.09-2.97 (m, 2H), 2.73 (t, J = 7.2 Hz, 2H), 2.31 (s, 
6H), 1.86-1.58 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H) 0 

UlSgiJ 6 (281) 

3- (2- ( (3-^;i/- 1- (3, 5-^^^;u7^-;i/) 73- )V) * 

;WN*^-Y;i/) -4- (2, 4-^7MD7xy^^V) 7x^) 7* 




TLC : Rf 0.54 (^nn*;i/A :^*y-;u=l 0 : 1) ; 

NMR (300 MHz, CDC1,) : 6 7.42 (s, 1H), 7.41 (d, J = 7.8 Hz, 1H), 7.29 (d, J = 
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7.8 Hz, 1H), 7.00-6.73 (ra, 3H), 6.96 (s, 2H), 6.91 (s, 1H), 6.32 (d, J = 8.1 Hz, 1H), 
. 5.16 (m, 1H), 5.05 (s, 2H), 3.08-2.98 (m, 2H), 2.73 (t, J = 6.6 Hz, 2H), 2.31 (s, 6H), 
1.84-1.56 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H) 0 

5 mm 6 (2 8 2) 

3- (2- ( (3-*5S>U-l- (3, 5-i>*f-fr7=.=.)V) * 

;wtqE-f;i/) -4- (3 -? WD7iy^> 7i^) 7*d/i> 




10 TL C : Rf 0.53 (PtiutiVlA : J— ;i/= 1 0 : 1) ; 

NMR (300 MHz, CDC1 3 ) : <? 7.42-7.18 (m, 5H), 6.95 (s, 2H), 6.91 (s, 1H), 
6.76-6.63 (ra, 2H), 6.30 (d, J = 8.7 Hz, 1H), 5.16 (ra, 1H), 5.00 (s, 2H), 3.07-2.96 (m, 
2H), 2.73 (t, J = 6.9 Hz, 2H), 2.31 (s, 6H), 1.84-1.54 (m, 3H), 0.98 (d, J = 6.3 Hz, 
6H) 0 

15 

H»J 6 (2 8 3) 

3- (2- ( (3 -^5^-1- (3, 5-^^7i-;P) * 

;w*=E^;i/) -4- (2, 5-^;7;M-D7xy*^^;i') 7ir;i/) 7* 
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COOH 




TLC :Rf 0.51 DD^l/A : * # J — )]/= 10:1) ; 

NMR (300 MHz, CDClj) : 6 0.99 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
2.72 (t, J = 7.00 Hz, 2H), 3.03 (m, 2H), 5.06 (s, 2H), 5.16 (m, 1H), 6.31 (d, J = 8.24 
Hz, 1H), 6.61 (m, 1H), 6.73 (m, 1H), 6.90 (s, 1H), 6.96 (s, 2H), 7.04 (m, 1H), 7.29 (d, 
J = 8.24 Hz, 1H), 7.41 (m, 2H) 0 

%8tifl86 (2 8 4) 

3- (2- ( (3-^^-1- (3, 5-^f;V7i-;i/) £ 

;w^«r;u) -4- ( 2 -^nn - 5 -7Mn7i;^p^f 7^- 




T L C : R f 0.53 (£ D D*;i/A : £ ^ — ;i/= 10:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 1A9 (s, 1H), 7.42 (d, J = 7.8 Hz, 1H), 7.37-7.23 (m, 

i 
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2H), 6.96 (s, 2H), 6.91 (s, 1H), 6.74-6.62 (m, 2H), 6.30 (d, J = 8.7 Hz, 1H), 5.17 (m, 
1H), 5.08 (s, 2H), 3.08-2.98 (m, 2H), 2.73 (t, J = 7.5 Hz, 2H), 2.31 (s, 6H), 1.85-1.58 
(m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 Hz, 3H) 0 

mMM6 (2 8 5) 

3- (2- ( (S-**-JV-l- (3, 5-^Wi-;V) * 

CN 

6° 



TLC : Rf 0.22 (n-^V> : KRx^= 1 : 1) ; 

NMR (300 MHz, CDC1 3 ) : (5" 7.60-7.50 (m, 3H), 7.39 (m, 1H), 7.27 (d, J = 7.8 Hz, 
1H), 7.08-6.96 (m, 4H), 6.90 (brs, 1H), 6.53 (brd, J = 8.7 Hz, 1H), 5.18 (m, 1H), 5.16 
(s, 2H), 3.07-3.02 (m, 2H), 2.76-2.71 (m, 2H), 2.31 (s, 6H), 1.90-1.57 (m, 3H), 0.98 
(d, J = 63 Hz, 6H) 0 

mmm6 (2 8 6) 

3- (2- ( (3-^^-1- (3, 5-V*7-)V7^-)],) 7*J\,) * 
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COOH 





T L C : R f 0.25 (n-^t> : KUi^= 1:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.62-7.57 (m, 2H), 7.41-7.38 (m, 2H), 7.29 (m, 1H), 
7.02-6.98 (ra, 2H), 6.95 (brs, 2H), 6.91 (brs, 1H), 6.35 (brd, J = 8.4 Hz, 1H), 5.17 (m, 
1H), 5.06 (s, 2H), 3.06-3.01 (m, 2H), 2.76-2.71 (m, 2H), 2.31 (s, 6H), 1.83-1.55 (m, 
3H), 0.98 (d, J = 63 Hz, 6H)» 



Hj»6 (2 8 7) 

3- (2- ( (3-*m-l- (3, 5 -V*3-))/7 x-;i/) * 

;w^e-r ;i0 -4- (4 h#s/7i;wf;i') 7x^) :/n,>i> 



COOH 




TLC : Rf 0.38 (n-^^> : WM^)^= 1 : 1) ; 

N M R (300 MHz, CDd 3 ) : 6 7.41-7.39 (m, 2H), 7.27 (d, J = 7.8 Hz, 1H), 6.95 (brs, 
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2H), 6.91-6.82 (ra, 5H), 6.28 (brd, J = 8.4 Hz, IK), 5.16 (m, 1H), 4.97 (s, 2H), 3.77 
(s, 3H), 3.06-3.00 (m, 2H), 2.74-2.69 (ni, 2H), 2.31 (s, 6H), 1.83-1.56 (m, 3H), 0.98 
(d, J = 6.3 Hz, 6H) 0 

p 

^fitflil 6 (2 8 8) 

3- (2 — ( (3-**fU-l- (3, 5-^^7i-jV) * 

-4- (3-^h^>7i;^?;v) 7x-;i/) 7"n;^ 




TLC :Rf 0.38 (n-^f-> : HeRx^-;1/= 1 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.45-7.38 (m, 2H), 7.31-7.11 (m, 2H), 6.95 (s, 2H), 
6.90 (s, 1H), 6.59-6.50 (ro, 3H), 6.28 (d, J = 8.4 Hz, 1H), 5.17 (m, 1H), 5.00 (s, 2H), 
3.79 (s, 3H), 3.11-2.92 (m, 2H), 2.72 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.85-1.52 (m, 
3H), 0.98 (d, J = 6.6 Hz, 6H) 0 

fgjgff!) 6 (2 8 9) 

3- (2- ( (3-*3Vl/-l- (3, 5-^^71^) 7^;]/) * 
JW^JJV) -4- (3-^f;i/7i^^^f;V) 7i-A) 7n;t>R 
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COOH 




TLC : Rf 0.38 (n-^1f> : ^x^-;v= 1 : 1) ; 

NMR (300 MHz, CDC1 3 ) :6 7.47-7.38 (m, 2H), 7.29-7.11 (in, 2H), 6.95 (s, 2H), 
6.90 (s, 1H), 6.85-6.72 (m, 3H), 6.29 (d, J = 9.0 Hz, 1H), 5.16 (m, 1H), 4.99 (s, 2H), 
3.11-2.92 (m, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.33 (s, 3H), 2.30 (s, 6H), 1.86-1.51 (m, 
3H), 0.98 (d, J = 6.3 Hz, 6H) 0 

fHflteflJ6 (2 9 0) 

3- (2- ( (3-^5Mb-l- (3, 5-^^^7xx;v) r/^U) * 

;ww;i0 -4 - (2-^ h^>-5-^:7V 7^- 



COOH 




TLC : Rf 0.33 (n-^^> : ft&:t*-;U= 1 : 1) . 
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mm 6 (2 9 n 

3- (2- ( (3, 5-^?;i/7i^i/) * 

;i»*e-f;i0 -4- (2-* h^7iy^^) 7i-;i/) 7D/t> 



COOH 




TLC :Rf 0.38 (n-^> :.i®^= 1 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.47-7.39 (ra, 2H), 7.25 (m, 1H), 7.01-6.82 (so, 7H), 
6.2S (d, J = 8.7 Hz, 1H), 5.17 (m, 1H), 5.09 (s, 2H), 3.86 (s, 3H), 3.10-2.92 (m, 2H), 
2.71 (t, J = 7.4 Hz, 2H), 2.30 (s, 6H), 1.86-1.53 (m, 3H), 0.98 (d, J = 5.7 Hz, 6H) 0 

gHM6_L2 9 2) 

3- (2- ( (3-^5^-1- (3, 5-^f;i/7i-;i/) * 
;W\*^;i/) -4- (2-7 ? -b5 1 ;i/7aiy^rS/^5 : -;P) 7 7Urt> 

* 

it 
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COOH 




TLC : Rf 0.30 (n-^^> : ffj&^;i/= 1 : 1) „ 

mam 6 (293) 

3- (2- ( (3-*^;i/-l - (3, 5-^^7x_;v) * 

;wt^-r;u) -4- (2-^DD-4-7;i/^-D7acy^^5 : -;i/) 7x- 




TLC : Rf 0.31 (n-s\*y-> : B«:n?-;i>= 1:1); 
NMR (300 MHz, CDC1 3 ) : 6" 7.32 (brs, 1H), 7.13-7.05 (m, 3H), 6.94-6.91 (m, 3H), 
6.81-6.73 (m, 3H), 5.10 (m, 1H), 4.78 (s, 2H), 2.84-2.79 (m, 2H), 2.43-2.39 (m, 2H), 
2.21 (s, 6H), 1.78-1.50 (m, 3H), 0.89-0.87 (m, 6H) 0 

f^SS0U6 (2 9 4) 
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» 

* 

3- (2- ( (3-^;i/- 1- (3, * 

;w^>r;i/) - 4- (2-^5=-;i/-4-7;^D7xyJr>>^5 L ;i/) 7xr 

)]/) 7UJl>Wt 



COOH 



F 




T L C : R f 0.31 (n-^*y-> : Mx^;b= 1:1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 7.34-7.17 (m, 3H), 7.04-6.93 (m, 5H), 6.82 (brs, 
1H), 5.03 (s, 2H), 4.97 (m, 1H), 2.80-2.76 (m, 2H), 2.43-2.39 (m, 2H), 2.23 (s, 6H), 
2.17 (s, 3H), 1.80-1.60 (m, 2H), 1.41 (m, 1H), 0.91 (d, J = 6.6 Hz, 3H), 0.89 (d, J = 
6.6 Hz, 3H)o 

lii 6 (2 9 5) 

* 

3- (2- ( (3-^^-1- (3, 5-^f;i/7i=;i/) A 
;p/^-r;i/) - 4- (2, 5-^7f;v7x;^^i/) 7ir;i/) rn 
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COOH 




TLC : Rf 034 (n— n=HJ-> : jffix^= 1 : 1) ; 

* ■ • 

N MR (300 MHz, DMSO-d 6 ) : 6 9.94 (brs, 1H), 7.38-7.33 (m, 2H), 7.28 (d, J = 7.8 
Hz, 1H), 7.01-6.99 (m, 3H), 6.83 (d, J = 7.5 Hz, 2H), 6.64 (d, J = 7.8 Hz, 1H), 5.03 (s, 
2H), 4.97 (m, 1H), 2.84-2.77 (m, 2H), 2.44-2.40 (m, 2H), 2.24 (s, 6H), 2.12 (s, 3H), 
1.78 (s, 3H), 1.77-1.58 (ra, 2H), 1.41 (m, 1H), 0.91 (d, J = 6.6 Hz, 3H), 0.89 (d, J = 
6.6 Hz, 3H) 0 

fSflSfll 6 (2 9 6) 

3- (2- ( (3-^^-1- (3, 5-^^^7^-;u) zT^)V) tt 
)W^<4)1) -4- (4-*;W^^;M5 L ;b7oiy^r^>t^;i/) 7iz;i/) 



COOH 




TLC : Rf 0.36 (£nnjJvi/A : — ;i>= 1 0 : 1) 0 
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HI6 (2 9 7) 

3- (2- ( (3-^^-1- (3, 7*^;u) * 

;w^e-f;i/) -4- (2-p< h^r^-5-^5 L ;u7xy^^^5 : -;i/) 7i- 



COOH 




I 

* 

TLC : Rf 0.53 (^no*jl/A : *#J—)V= 1 0': 1) ; 
NMR (300 MHz, DMSO-dJ : 6 8.76 (d, J = 8.4 Hz, 1H), 7.40 (d, J = 8.7 Hz, 1H), 
731 (s, 1H), 7.30 (d, J = 8.7 Hz, 1H), 6.95 (s, 2H), 6.89 (s, 1H), 6.84 (d, J = 8.7 Hz, 
1H), 6.83 (s, 1H), 6.69 (d, J = 8.7 Hz, 1H), 5.02 (s, 2H), 4.96 (m, 1H), 3.69 (s, 3H), 
2.84 (t, J = 8.1 Hz, 2H), 2.45 (t, J = 8.1 Hz, 2H), 2.24 (s, 6H), 2.21 (s, 3H), 1.78-1.57 
(m, 2H), 1.39 (m, 1H), 0.92 (d, J = 6.3 Hz, 3H), 0.89 (d, J = 6.3 Hz, 3H)o 

H»J6 (2 9 8) 

3- (2- ( (3-^;v- 1- (3, 5-^^;i/7 3i-;i/) 7?-;!,) * 

;w\*^;u) -4- (4-^^;u7^y^rS/^^;v) 7x-;W 7D/i>i 
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COOH 




TLC : Rf 0.55 (?DD*;W* 10:1) ; 

NMR (300 MHz, DMSO-dJ i d 8.74 (d, J = 8.7 Hz, 1H), 7.39 (d, J = 8.1 Hz, 1H), 
730 (s, 1H), 7.29 (d, J = 8.1 Hz, 1H), 7.08 (d, J = 8.4 Hz, 2H), 6.95 (s, 2H), 6.88 (d, 
5 J = 8.4 Hz, 2H), 6.84 (s, 1H), 5.05 (s, 2H), 4.96 (m, 1H), 2.83 (t, J = 8.1 Hz, 2H), 

i 

2.44 (t, J = 8.1 Hz, 2H), 2.24 (s, 6H), 2.22 (s, 3H), 1.80-1.55 (m, 2H), 1.40 (m, 1H), 
0.91 (d, J = 6.3 Hz, 3H), 0.89 (d, J = 6.3 Hz, 3H) 0 



mm 6 (299) 

10 3- (2- ( (3-^^-1- (3, 5-^^7iz;v) 7>;i,) * 

;wtc-t;v) -4- (4-7;i/*n7x^^r^^-;i/) 7i-/i/) m/^ 



COOH 





TLC : Rf 0.55 (7DD*W : p<*y-;!/= 10:1) ; 
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NMR (300 MHz, DMSO-d 4 ) : 6 8.74 (d, J = 8.7 Hz, 1H), 7.39 (d, J = 7.5 Hz, 1H), 
7.31 (s, 1H), 7.29 (d, J = 7.5 Hz, 1H), 7.16-7.06(m, 2H), 7.04-6.96 (m, 2H), 6.95 (s, 
2H), 6.83 (s, 1H), 5.06 (s, 2H), 4.96 (ra, 1H), 2.83 (t, J = 8.1 Hz, 2H), 2.44 (t, J = 8.1 
Hz, 2H), 2.24 (s, 6H), 1.80-1.54 (m, 2H), 1.40 (m, 1H), 0.91 (d, J = 6.3 Hz, 3H), 0.89 
(d, J = 6.3 Hz, 3H) 0 

mMM6 (3 0 0) 

3- (2- ( 1 - (3, 5-^^1/71^) * 

-4- (3-^ h^-5-^7;7x^^f;i/) 7^- 

XOOH 




TLC:Rf 0.52 (n-^-y-> : Bffllx^s 1 : l) ; 
NMR (300 MHz, CDC1 3 ) : d 7.41-7.28 (ra, 2H), 7.38 (brs, 1H), 6.96 (brs, 2H), 
6.91 (brs, 1H), 6.80 (m, 2H), 6.71 (m, 1H), 6.38 (d, J = 8.4 Hz, 1H), 5.17 (m, 1H), 
5.00 (s, 2H), 3.80 (s, 3H), 3.05-3.00 (m, 2H), 2.76-2.70 (m, 2H), 2.31 (s, 6H), 1.86- 
1.56 (ra, 3H), 0.98 (d, J = 6.3 Hz, 6H) 8 

v 

mmme o on 

3- (2- ( (3-^^;u- 1 - (3 3 5 -^f;i/7i^) £ 
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)W^jv) -4- (3-^dd7x;^^;v) 7xn;u) 7urt>M 




TLC : Rf 0.47 (7DD*;i/A : J— ;u=9 : 1) ; 

NMR (300 MHz, CDClj) : 7.44-7.37 (ro, 2H), 7.32-7.17 (m, 2H), 7.00-6.81 (m, 
6H), 6.29 (d, J = 8.7 Hz, 1H), 5.17 (m, 1H), 5.00 (s, 2H), 3.09-2.97 (m, 2H), 2.73 (t, 
J = 7.1 Hz, 2H), 2.31 (s, 6H), 1.87-1.52 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H) 0 

$mm 6 (3 0 2) 

3 - (2- ( (3-^3\N/-l- (3, * 

/wve^i/) -4- (2-7;i/*n-5-*^V7xy*^3\H') 7x; 



COOH 




TLC : Rf 0.47 (7on*;i/A : **;-)l=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.46-7.38 (m, 2H), 7.28 (d, J = 7.8 Hz, 1H), 
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7.02-6.88 (m, 4H), 6.81 (d, J =8.1 Hz, 1H), 6.72 (m, 1H), 6.29 (d, J = 8.7 Hz, 1H), 
5.17 (m, 1H), 5.07 (s, 2H), 3.12-2.95 (m, 2H), 2.72 (t, J = 6.9 Hz, 2H), 2.31 (s, 6H), 
2.29 (s, 3H), 1.85-1.53 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H) 0 

fg»J6 (3 0 3) 

3- (2- ( (3-*f;i/-l- (3, 5-^^;i/7ai-;i/) * 
toV*4M) -4- (2, 3, 4, 5, 6-^7MD7iy^f 




TL C :Ef 0.47 (^DD^M : l o : 1) „ 

»eag>J6 (3 0 4) 

3- (2- ( (3-^;i/-l- (3, 5-^f^7xz;p) 7>;i,) * 

-4- (2, 6-^7MD7iy^^) 71-;^ 7- 
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COOH 




TLC : Rf 0.46 (i'DD^l/A : ; — ;i/= 10: 1) 



M6 (3 0 5) 

3- (2- ( (3-^^-1- (3, 5-^^^;i/7oi-;i/) £ 

;w\*^;i/) -4- (4-^uvy^^^>^^-ji) 7ir;p) 7*n^> 



COOH 




TLC : Rf 0.46 (^DD*M : p<*y-;i/= 10:1) 



mme o o 6) 

3- (2- ( (3-^^-1- (3, 5-^^V7i-jl/) ft 
;i/7^-T;U) -4- (2, 3 -5?7MD7 x>>3r$/;Wl/) 7i-;i/) 7* 
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COOH 




TLC :Rf 0.57 (^DD^VA :^*^-;i>=9 : 1) ; 

NMR (300 MHz, CDClj) : 6 7.45-7.38 (m, 2H), 7.29 (d, J = 7.2 Hz, 1H), 
7.02-6.89 (m, 4H), 6.85-6.73 (m, 2H), 6.32 (d, J = 8.7 Hz, 1H), 5.17 (m, 1H), 5.10 (s, 
2H), 3.07-2.95 (m, 2H), 2.73 (t, J = 7.2 Hz, 2H), 231 (s, 6H), 1.86-1.53 (m, 3H), 
0.99 (d, J = 6.3 Hz, 6H)o 



»J6 (3 0 7) 

3- (2- ( (3-^;i/-l- (3, 5-^f;i/7i-;i/) 7^) # 
;w*t-f;t/) -4- (3, z-vyMuy^j^i/^^j^) 71-^) r 



COOH 




TLC : Rf 0.57 (Pnn-ft)lA : *#;—j]/=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.42-7.35 (m, 2H), 7.30 (d, J = 7 J Hz, 1H), 6.95 (s, 
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2H), 6.91 (s, 1H), 6.54-6.40 (m, 3H), 6.32 (d, J = 8.7 Hz, 1H), 5.17 (m, 1H), 4.97 (s, 
2H), 3.12-2.94 (ro, 2H), 2.73 (t, J = 7.3 Hz, 2H), 2.31 (s, 6H), 1.87-1.52 (ro, 3H), 
0.9? (d, J = 6.3 Hz, 6H) 0 

» 

5 mmm6 oos) 

3- (2- ( (3-^^-1- (±7^V>-l-^)\y) *;Ws* 

=e^)D -4 - (4-7;^D7i;^f;i/) 7^^) :rn/\->& 




TLC : Rf 0.49 (^on^M : ;i/= 10:1) ; 

10 N M R (300 MHz, CDC1 3 ) : 6 1.01 (d, J = 659 Hz, 3H) 1.13 (d, J = 6.59 Hz, 3H) 
1.82 (m, 1H) 1.97 (m, 2H) 2.74 (t, J = 7.20 Hz, 2H) 3.03 (t, J = 7.20 Hz, 2H) 4.97 (s, 
2H) 6.14 (m, 1H) 6.35 (d, J = 8.52 Hz, 1H) 6.66 (m, 3H) 7.42 (m, 8H) 7.80 (d, J = 
7.69 Hz, 1H) 7.88 (d, J = 7.69 Hz, 1H) 8.32 (d, J = 8.24 Hz, 1H) 0 

is mmm 6 ( 3 o 9 ) 

3- (2- ( (3-*3-}i-i- (i-y*vy-i-4)\s) y^ft) ti)v^ 

-4- (2, 5 -^7MD7 7x-;i/) 7ur\ 
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COOH 




TLC : Rf 0.49 (PUttfrJlA : *9 J— Jl= 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 1.01 (d, J = 6.59 Hz, 3H) 1.14 (d, J = 6.59 Hz, 3H) 
1.82 (m, 1H) 1.97 (t, J = 7.14 Hz, 2H) 2.73 (t, J = 7.42 Hz, 2H) 3.03 (t, J = 7.42 Hz, 
2H) 5.02 (s, 2H) 6.14 (m, 1H) 6.38 (d, J = 8.52 Hz, 1H) 6.60 (m, 1H) 6.70 (m, 1H) 
7.02 (m, 1H) 7.47 (m, 7H) 7.80 (d, J = 7.97 Hz, 1H) 7.87 (d, J- 7.42 Hz, 1H) 832 (d, 
J = 8.79 Hz, 1H) 0 

mmw6 (3io) 

3- (2- ( (3-^;i>-l- (j-7*U>-l-'(Jl>) *;w* 
^4)1) -4- O-^tv?^^^;!/) 7x-;i/) 7urt>m 

♦ 

XOOH 




TLC : Rf 0.48 (^DD*;VA : ;i/= 10:1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 0.91 (d, J = 632 Hz, 3H) 1.08 (d, J = 6.32 Hz, 
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3H) 1.57 (m, 1H) 1.89 (m, 2H) 2.48 (m, 2H) 2.85 (m, 2H) 5.14 (s, 2H) 5.94 (m, 1H) 
7.48 (m, 12H) 7.81 (d, J = 8.24 Hz, 1H) 7.94 (d, J = 7.97 Hz, 1H) 8.22 (d, J = 8.52 
Hz, 1H) 0 

5 mffi.M6 (3 11) 

3- (2- ( (3-tf-Jl-l- (3, 5-i?*7-)\s7^-)l) £ 

W^JV) -4- (3, 4-S?7MD7i>'^^) -7JL-)]y) ZT 




10 TLC : Rf 0.31 (»f l/>:^^^-^=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 0.98 (d, J = 6.32 Hz, 6H) 1.69 (m, 3H) 2.31 (s, 6H) 
2.72 (m, 2H) 3.02 (m, 2H) 4.95 (s, 2H) 5.17 (m, 1H) 6.34 (d, J = 8.24 Hz, 1H) 6.64 
(m, 1H) 6.77 (ddd, J = 11.81, 6.59, 3.02 Hz, 1H) 6.91 (s, 1H) 6.95 (s, 2H) 7.07 (m, 
lH)7.32(m,3H) 0 

15 

ftflgflie (3 12) 

3- (2- ( (3-^3^-1- (3, 5-^^;i/73i-;v) * 
;wve^;v) -4- (3-^f^-4-7MD7i;^^) 
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COOH 




TLC : Ef 0.33 {WGt^y : ;i/= 9 : 1) 0 

SHflSff]6 (3 13) 

3- (2- ( (3-^^;i/-i- (3, 5-^^;i/7i-;v) y^)v) * 



COOH 




TLC : Rf 0.33 (mt^^U> : ;i/=9 : 1) • 

6 (314) 

3- (2- ( (3-^^;i/-i- (3, 5-^^7i-;i/) * 

;W\*^-f;i') -4- (2, 3, 6- r 'J7WD7i;^^1/) 7i- 
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COOH 




TLC:Rf 0.33 (^DD*jl/A : 9 : 1 ) ; 

NMR (300 MHz, CDC1,) : 6 0.99 (d, J = 6.32 Hz, 6H) 1.71 (m, 3H) 2.31 (s, 6H) 
2.71 (m, 2H) 3.03 (m, 2H) 5.16 (m, 3H) 6.27 (d, J = 8.52 Hz, 1H) 6.83 (m, 2H) 6.91 
(s, 1H) 6.96 (s, 2H) 7.26 (m, 1H) 7.40 (m, 1H) 7.47 (m, 1H) 0 

3- (2- ( (3-*^;i/-i- (3, 5-^^5=-;i/7^-;i/) t^u) * 

;W\*^;i/) -4- (2, 3, 5, 6-rh77MD7i;^f;i/) 



COOH 




TLC : Rf 0.33 (^DD^A : *$J— ;i/= 9 : 1 ) • 



mflS#]6 (3 1 6) 

■ 
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3- (2- ( (3-^.^)1-1- (3, 5-^^7i^) 7=f-)V) ft 



COOH 




5 TLC : Rf 0.55 (n-^> :i^;i/=l : 1) 0 
. H3fe#!l6 (3 1 7) 

3- (2- ( (3-*2-ju-i- (3, 5-^^7xn;i/) ii 
10 • /^>M 



COOH 




TLC : Rf 0.23 (7 0 0*M : ;i/= 9 : D 5 

N M R (300 MHz, DMSO-d 6 ) : 6 0.91 (m, 6H), 1.39 (m, 1H), 1.68 (m, 2H), 2.24 
(s, 6H), 2.44 (m, 2H), 2.84 (t, J = 7.97 Hz, 2H), 4.97 (m, 1H), 5.13 (s, 2H), 6.83 (s, 
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1H), 6.95 (s, 2H), 7.14 (m, 1H), 7.42 (m, 7H), 7.94 (s, 1 H ) 8.76 (d, J = 8.52 Hz, 1H), 
12.07 (s, 1H) 0 

mm 'J 6 (318) 

3- (2- ( (3-PWI/-1- (3, 5-^^7x^) * 

;w^;W - 4- O-^^i/A^^-f^xydfS/^?-;!/) 7i-;v) 



COOH 




T L C : R f 0.17 (•£ n n^;i/A : J —)V= 9:1) ; 

NMR (300 MHz, DMSO-d 4 ) : <5 0.90 (m, 6H), 1.40 (m, 1H), 1.67 (m, 2H), 2.24 
(s, 6H), 2.43 (m, 2H), 2.76 (d, J = 4.40 Hz, 3H), 2.84 (m, 2H), 4.97 (m, 1H), 5.13 (s, 
2H), 6.83 (s, 1H), 6.95 (s, 2H), 7.13 (m, 1H), 7.39 (m, 6 H ) 8.40 (m, 1H), 8.75 (d, J 
= 8.52 Hz, 1H), 12.08 (s, 1H)„ 

gii 6(319) 

3- (2- ( (3-^;u- 1- (3, 5-^^^7i-;i/) 7*^;i/) * 
;w^-r;u) -4- ( 3 - ;v7 1 7 f 71- 

■ 
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COOH 




TLC : Rf 0.44 (^UD^A : *9 J— ;i/= 9 : 1) ; 

N M R (300 MHz, CDC1 3 ) : 6 0.96 (d, J = 6.32 Hz, 3H), 0.97 (d, J = 6.32 Hz, 3H), 

1.69 (m, 3H), 2.29 (s, 6H), 2.68 (m, 2H), 2.98 (m, 5H), 3.08 (s, 3H), 4.98 (s, 2H), 

■ 

5.16 (m, 1H), 6.85 (m, 2H), 6.97 (m, 5H), 7.28 (m, 4H) „ 

* 

H»J6 (3 2 0) 

3- (2- ( (3-^;u-l- (3, 5-iS*?-]l7^=.M 7*)V) £ 

;W^-f;i/) -4- (3-t h*D^ri/^^-;i/7a:y^r^^) 7i-;i/) 




TLC : Rf 0.50 (^Dn^M : ;U- 9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : $ 0.97 (m, 6H), 1.69 (m, 3H), 2.29 (s, 6H), 2.67 (m, 

2H), 3.00 (m, 2H), 4.62 (s, 2H), 4.98 (s,2H), 5.16 (m, 1H), 6.52 (d, J = 8.52 Hz, 1H), 
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6.89 (ra, 6H), 7.24 (m, 2H), 7.38 (m, 2H) 0 

mme (3 2i) 

3- (2- ( (3-^^-1- (3, 5 -i?*?-)\,7 mi) # 

JW^jv) -4- (3-* Y^-i/^^)V7 ^J^^)i) 7x-;i/) 7* 



COOH 




TLC : Rf 0.24 (n-^1^> : K^^;i/= 1:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 0.98 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
2.72 (m, 2H), 3.03 (ra, 2H), 3.38 (s, 3H), 4.43 (s, 2H), 5.02 (s, 2H), 5.17 (m, 1H), 
6.32 (d, J = 8.52 Hz, 1H), 6.90 (m, 6H), 7.26 (m, 2H), 7.42 (m, 2H) a 

mmW6 (3 2 2) 

3- (2- ( ( (1R) -3-^3^-1- ( 3> 5-^5=-;i/7m;i/) 
ZT^)1) *;wve«<;1/) -4- (2, 5-i?7MD7iy+^?;v) 7 
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T L C : R f 0.44 (n-^i^> : Mfcc^-;^ 1:2) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.45-7.38 (m, 2H), 7.29 (d, J = 7.8 Hz, 1H), 7.04 (m, 
1H), 6.96 (s, 2H), 6.91 (s, 1H), 6.73 (m, 1H), 6.62 (m, 1H), 631 (d, J = 8.4 Hz, 1H), 
5.17 (m, 1H), 5.06 (s, 2H), 3.11-2.93 (in, 2H), 2.72 (t, J = 6.0 Hz, 2H), 2.31 (s, 6H), 
1.84-1.52 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 



ISftgffJ6 (3 2 3) 

3- (2- ( ( (IS) -3-^f-;i/-l- (3, 5-^^f;i/7i^V) 

7>;i/) *;w^;t/) -4- (2, 5-^7;i/2j-o7^y^^^;i') 7 

x-;i/) yu^>M 

^COOH 




TLC : Rf 0.44 (n-^-tf-> : W^^^= 1:2); 

NMR (300 MHz, CDCI 3 ) : 6 7.45-7.38 (m, 2H), 7.29 (d, J = 7.8 Hz, 1H), 7.04 (m, 
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1H), 6.96 (s, 2H), 6.91 (s, 1H), 6.73 (m, 1H), 6.62 (m, 1H), 6.31 (d, J = 8.4 Hz, 1H), 
5.17 (m, 1H), 5.06 (s, 2H), 3.11-2.93 (ra, 2H), 2.72 (t, J = 6.0 Hz, 2H), 2.31 (s, 6H), 
1.84-1.52 (ra, 3H), 0.99 (d, J = 6.3 Hz, 6H) 0 

* 

mmm 6 024) 

2- (2- ( ( (1R) -3-*m-l- (3, 5-^^7i^) 

A;w^^;i/) -4- (2 -y 7i;^) f&g 

XOOH 




TLC : Rf 0.40 {>?UUib)Vk 10:1) ; 

N M R (300 MHz, CDCU 0.95 (d, J = 6.04 Hz, 6H), 1.62 (m, 2H), 1 .82 (m, 
1H), 2.29 (s, 6H), 2.87 (s, 4H), 4.74 (s, 2H), 5.19 (m, 1H), 6.82 (d, J = 8.24 Hz, 1H), 
6.88 (brs, 1H), 6.97 ( brs, 2H), 7.10 (m, 2H), 7.18 (m, 2H), 7.27 (ra, 2H), 7.47 (ro, 
2H) 0 

* 

mmme (325) 

3- (2- ( ( (1R) -3-^^;i/- 1 - (3, 5-^5=-;i/7oir:;i/) 

a;w\*^;iO -4- (2-7;i/tD7iy^f;i/) 71^) 
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TLC : Rf 0.63 (Mitt^Vy :**;—)V=$ : 1 ) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.46-7.38 (m, 2H), 7.28 (d, J = 7.8 Hz, 1H), 
7.14-6.88 (m, 7H), 6.31(d, J = 7.8 Hz, 1H), 5.15 (q, J = 7.8 Hz, 1H), 5.09 (s, 2H), 
3.12-2.95 (m, 2H), 2.72 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.85-1.55 (m, 3H), 0.98 (d, 
J = 5.7Hz,6H)o 

HMI6 (3 2 6) 

3- (2- ( ( (1R) -3-^3^-1- (3, 5-^^f;i/7x-;i/) 

iuw^^fjv) -4- (4-7Mn7i;^5 L ;i/) 7^^;i/) 




T L C : R f 0.56 (m\j*?-V> : **;-j]/=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.42-7.37 (m, 2H), 7.30-7.26 (m, 1H), 7.02-6.85 (m, 
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7H), 6.30 (d, J = 8.1 Hz, IE), 5.16 (q, J = 8.1 Hz, 1H), 4.98 (s, 2H), 3.10-2.95 (m, 
2H), 2.73 (t, J = 6.9 Hz, 2H), 2.30 (s, 6H), 1.85-1.50 (m, 3H), 0.98 (d, J = 6.3 Hz, 
6H) 0 

mmm6 027) 

3- (2- ( ( (1R) -3-^f-)V- 1 - (3, 5-^?;V7i-;i/) 




TLC : Rf 0.64 Gifts* 3 s - 1/ > : *9J—)\>=% : 1) ; 
N MR (300 MHz, CDCI3) : d 7.44-7.39 (m, 2H), 7.28-7.23 (m, 1H), 7.00-6.80 (m, 
7H), 6.32 (d, J = 8.7 Hz, 1H), 5.15 (q, J = 8.7 Hz, 1H), 5.09 (s, 2H), 3.86 (s, 3H), 
3.10-2.95 (m, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.30 (s, 6H), 1.80-1.55 (m, 3H), 0.97 (d, 
J= 6.3Hz, 6H) 0 

mmm6 028) 

3- (2- ( ( (1R) -3-^^-1- (3, 5-i?*?;i7x.-)),) 

a;^^;!/) -4- (2-^^71^^^) 7z_ji/) 
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COOH 




T L C : R f 0.54 (JSibX^ V> : * * S-Jl= 9:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.44-7.40 (m, 2H), 7.30-7.26 (m, 1H), 7.20-7.12 (m, 
2H), 6.96-6.83 (ro, 5H), 6.25 (d, J = 8.7 Hz, 1H), 5.16 (q, J = 8.7 Hz, 1H), 5.04 (s, 
2H), 3.13-2.95 (m, 2H), 2.73 (t, J = 7.2 H z, 2H), 2.31 (s, 6H), 2.27 (s, 3H), 1.85-1.55 
(m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 Hz, 3H)„ 



mmm 6 029) 

3- ( 2 7 xz;m f^*^/t^f /I/- 4 - (2, 5-^7;i/^-D73i 



COOH 




TLC : Rf 0.30 ('nWV : fm^)^= 1:1) ; 

NMR (300 MHz, DMSO-d 4 ) : 2.42 (m, 2H), 2.72 (ra, 2H), 5.11 (s, 2H), 6.43 (d, 

J = 9.07 Hz, 1H), 6.74 (ra, 1H), 7.24 (m, 10H), 7.38 (m, J = 6.87 Hz, 2H), 7.54-7.52 
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(m, 4H)o 

* 

mmme (330) 

3 - (2- ( (1- (3, 5-^^^7ir;i/) */9v+<**sJU) *;W* 
*4)V) -4- (2, 5-^7MD7i/'^f;i') 7 3L-)V) 




T L G : R f 0.56 (^DD^M : ^ & S—))/= 10:1) ; 

■ 

N M R (300 MHz, CDC1 3 ) : 6 1.75 (pa, 8H), 2.31 (s, 6H), 2.46 (s, 2H), 2.71 (t, J = 
7.42 Hz, 2H), 3.05 (t, J = 7.42 Hz, 2H), 5.12 (s, 2H), 6.18 (s, 1H), 6.63 (m, 1H), 6.76 
(m, 1H), 6.88 (s, 1 H ) 7.04 (m, 1H), 7.08 (s, 2H), 7.31 (d, J = 7.97 Hz, 1H), 7.42 (m, 
1H), 7.55 (s, 1H) 0 

USEffil 6 (331) 

3- (2 - ( (1- (3, 5-^fil/7iz;i/) i/^u^>^-JV) :fc;wt 

-4- (2, 5-^7;vtD7i;+^f;i') 7i-;i/) rn/t 
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COOH 




TLC : Rf 0.55 (^DD*;Wx 10:1) ; 

NMR (300 MHz, CDC1 3 ) : S 1.88 (m, 4H), 2.16 (m, 2H), 2.31 (s, 6H), 2.46 (m, 
2H), 2.70 (t, J = 7.55 Hz, 2H), 3.02 (t, J = 7.42 Hz, 2H), 5.08 (s, 2H), 6.63 (m, 1H), 
5 6.75 (m, 1H), 6.88 (s, 1 H ) 7.02 (d, J = 5.22 Hz, 1H), 7.05 (dd, J = 536, 1.51 Hz, 
1H), 7.08 (s, 2H), 7.29 (d, J = 7.69 Hz, 1H), 7.40 (m, 1H), 7.45 (s, 1H) 0 

iyf5ff!l6 (3 3 2) 

3- (2- ( ( (1R) -3-*?jv-1- (3, 5-y^f;i/7z-;i/) 
io fc;w^-f;i/) -4- (3-7;i/tD7i;^^) 7i-;i/) 

7"D;^i 



COOH 




TLC : Rf 0.56 (7 0D*M : ^*^-;u= 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 0.98 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
15 2.72 (m, 2H), 3.03 (m, 2H), 5.00 (s, 2H), 5.16 (m, 1H), 6.31 (d, J = 8.24 Hz, 1H), 
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6.70 (m, 3H), 6.91 (s, 1H), 6.95 (s, 2H), 7.25 (m, 2H), 7.40 (m, 2H) 0 
m&M6 (3 3 3) 

3- (2- ( ( (1R) - 3 1- (3, *-%>*W7x.=.ft) 

mv) *;w^-f;i/) -4- (2-x.h^>y^J^>^9-)V) 7i^b) 



COOH 




TLC : Rf 0.58 (ZuufrjlA : 1:1) ; 

NM R (300 MHz, CDQ,) : 6 0.98 (d, J = 6.32 Hz, 6H), 1.42 (t, J = 6.90 Hz, 3H), 
1.55-1.83 (m, 3H), 2.31 (s, 6H), 2.71 (t, J = 7.42 Hz, 2H), 3.00-3.06 (m, 2H), 4.09 (q, 
J = 6.90 Hz, 2H), 5.08 (s, 2H), 5.1 6 (m, 1H), 6.32 (d, J = 8.24 Hz, 1H), 6.84-6.95 (m, 
7H), 7.26 (t, J = 4.26 Hz, 1H), 7.43-7.42 (m, 2H)o 

mmme (334) 

3- (2- ( (N- -N- (3, 5-^f;i/7x 

-;i/) t^) jb/wt^-r;!/) -4- (2, s-y^a-B^xy^sot*- 
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COOH 




TLC : Rf 0.41 (^DD^;UA : *9 J— )V= 10:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 1.04 (d, J = 6.87 Hz, 6H), 2.07 (m, 1H), 2.26 (s, 6H), 

2.81 (t, J = 7.42 Hz, 2H), 3.15 (t, J = 7.42 Hz, 2H), 3.39 (d, J = 7.42 Hz, 2H), 5.12 (s, 

2H), 6.52 (s, 1H), 6.5 4 (s, 2H), 6.63 (m, 1H), 6.76 (m, 1H), 7.05 (m, 1H), 7.38 (d, J 

= 7.97 Hz, 1H), 7.48 (dd, J = 7.97, 1.10 Hz, 1H), 7.57 (d, J = 1.10 Hz, 1H), 7.70 (s, 

1H) 0 



[MM6 (3 3 5) 

3- (2- ( 1 -x-3-ji-l- (3, 5-i/7^7i^) 7u\Z)V) * 

;w^e>f;i/) -4- (2, S-s^M-n^iy^s/^^i/) 7i^) r 



COOH 




TLC : Rf 0.41 (^DD*M : ^*V-;i/= 1 9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 0.82 (t, J = 7.28 Hz, 6H), 2.20 (m, 4H), 2.31 (s, 6H), 
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2.76 (t, J = 7.49 Hz, 2H), 3.09 (t, J = 7.49 Hz, 2H), 5.10 (s, 2H), 6.13 (s, 1H), 6.62 (m, 
1H), 6.76 (m, 1H), 6.88 (s, 1H), 6.97 (s, 2H), 7.04 (m, 1H), 7.32 (d, J = 7.97 Hz, 1H), 
7.43 (dd, J = 7.97, 1.37 Hz, 1H), 7.54 (d, J = 1.37 Hz, 1H) 0 

mm 6 (3 3 6) 

3- (2- (4- (3, 5-i/7Wirjl/) /i-fc KDtT9>-4-'f 

*;w^>r;i/) -4- (2, 5-y7Wn7iy^^^v) 7xr 
;i0 7"o;i>^ 




TLC : Rf 0.42 DP/fiM : ;i/= 10: 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 2.23 (ro, 2H), 2.32 (s, 6H), 2.47 (m, 2H), 2.71 (t, J 
= 7.28 Hz, 2H), 3.03 (t, J = 7.28 Hz, 2H), 3.84 (m, 4H), 5.09 (s, 2H), 6.50 (s, 1H), 
6.63 (m, 1H), 6.75 (m, 1H ), 6.91 (s, 1H), 7.05 (m, 1H), 7.09 (s, 2H), 730 (d, J = 
7.80 Hz, 1H), 7.43 (dd, J = 7.80, 1.10 Hz, 1H), 7.54 (d, J = 1.10 Hz, 1H) C 

$mM6 (3 3 7) 

3- (2- ( ( (1R) -3-^^-1- (3, 5-^^^l/7i^) 
ilJW^/U) -4- (3-^7V7x^dr^?-;t,) 7i-;i/) 
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COOH 




TLC : Rf 0.55 (^nn^A : ;i/=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 0.98 (d, J = 6.59 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 

2.72 (m, 2H), 3.03 (m, 2H), 5.03 (s, 2H), 5.17 (m, 1H), 6.37 (d, J = 8.79 Hz, 1H), 
6.91 (s, 1H), 6.96 (s, 2H), 7.17 (m, 2H), 7.28 (m, 2H), 7.39 (m, 3H) 0 

mm (3 3 8) 

3 - (2 - ( ( (1R) -3-*3=-;i/-l- (3, 5-V*?)V7*-;),) 
jMW^)]/) -4- (2, 4-^7MD7i;^r^^) 7 




TLC : Rf 0.51 (£nn*;w> : ^^^-;u=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 0.99 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
2.71 (m, 2H), 3.03 (m, 2H), 5.04 (s, 2H), 5.16 (m, 1H), 6.34 (d, J = 8.24 Hz, 1H), 
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6.77 (m, 1H), 6.90 (m, 5H), 7.27 (m, 1H), 7.39 (m, 2H) o 



mM6 (3 3 9) 

3- (2- ( ( (1R) -3-^Jl-l- (3, 5-^W7xz;i/) 
5 75- )V) it}JW^)V) - 4- (2, 5-^f;V7x;^^) 7^ 




COOH 




TLC : Rf 0.51 (PnutiWA : *9 9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 0.98 (d, J = 6.18 Hz, 3H), 0.99 (d, J = 6.18 Hz, 3H), 

i 

10 1.71 (ra, 3H), 2.22 (s, 3H), 2.30 (s, 6H), 2.31 (s, 3H), 2.72 (t, J = 7.55 Hz, 2H), 3.04 
(m, 2H), 5.02 (s, 2H), 5.15 (m, 1H), 6.27 (d, J = 8.79 Hz, 1H), 6.71 (m, 2H), 6.90 (s, 
1H), 6.95 (s, 2H), 7.04 (d, J = 7.14 Hz, 1H), 7.28 (d, J = 7.69 Hz, 1H), 7.42 (m, 2H)o 



mm 6 (3 4 0) 

15 3- (2 - ( ( (1R) -3-^^-1- (3, 5-S>*f-JV7 

7"^;i/) - 4- (2-^dd7z;^^) 7 
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T L C : R f 0.49 (7 p Dsfr^A : * 9 J — ;i/= 9:1) ; 
N MR (300 MHz, CDCI 3 ) : d 0.98 (d, J = 6.18 Hz, 3H), 0.99 (d, J = 6.18 Hz, 3H), 
1.71 (m, 3H), 2.31 (s, 6H), 2.72 (t, J = 7.14 Hz, 2H), 3.04 (m, 2H), 5.12 (s, 2H), 5.16 
(m, 1H), 6.32 (d, J = 8.52 Hz, 1H), 6.94 (m, 5 H), 7.21 (m, 1H), 7.28 (d, J = 7.97 Hz, 
1H), 7.41 (m, 2H), 7.52 (d, J = 1.65 Hz, 1H) o 

»J6 (3 4 1) 

3- (2- ( l-TWb- 1- (3, 5-^^?;i/7i-^) x^;v) 

/n*^;1>) -4- (2, 5-^7;^D7^ydp^^5 1 ;i/) 7i-;v) y*n 




TLC : Rf 0.49 (7DD*v;i/A : p<^y-;U=9 : 1) ; 

NMR (300 MHz, CDClj) : 6 1.80 (s, 6H), 2.32 (s, 6H), 2.75 (t, J = 7.42 Hz, 2H), 

3.08 (t, J = 7.42 Hz, 2H), 5.08 (s, 2H), 6.33 (s, 1H), 6.62 (m, 1H), 6.75 (m, 1H), 
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6.90 (s, 1H), 7.03 (m, 1H), 7.07 (s, 2H), 7.30 (d, J = 7.98 Hz, 1H), 7.41 (dd, J = 7.98, 
1.51 Hz, 1H), 7.49 (d, J = 1.51 Hz, 1H) 0 

mmme o 42) 

5 3- (2- ( ( (1R) -3-PW1/-1- (3, 5->^^7ir;i/) 




TLC : Rf 0.52 (^DD^A : J>&J~-)]/= 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 0.98 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
10 2.73 (m, 2H), 3.03 (m, 2H), 5.02 (s, 2H), 5.16 (m, 1H), 6.28 (d, J = 8.24 Hz, 1H), 
6.91 (s, 1H), 6.97 (m, 5 H), 7.29 (m, 3H), 7.42 (m, 2H) » 

mmme (343) 

3- (2- ( ( (1R) -S-^WU-l- (3, 5-y^f;i/7zr;i/) 

15 Hj;w^)V) -4- (2-x?;i/7iy^^f;v) 7i-;i/) 
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COOH 




TLC : Rf 0.51 (^DD^I/A : 10:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 0.98 (dd, J = 6.18, 2.61 Hz, 6H), 1.20 (t, J = 7.55 Hz, 
3H), 1.70 (m, 3H), 2.30 (s, 6H), 2.71 (m, 4H), 3.03 (m, 2H), 5.05 (s, 2H), 5.17 (m, 
1H), 6.23 (d, J = 8.52 Hz, 1H), 6.90 (m, 5H), 7.16 (m, 2H), 7.28 (d, J = 8.52 Hz, 1H), 
7.42(m,2H)o 

■ 

mmme (3 4 4) 

3- (2- ( ( (1R) -3-^5^-1- (3, 5-^^1/7x^1/) 

* 

ivw^j)]/) -4- (3-^DD7i;^f;i/) 7x_f) 




ci 



TLC : Rf 0.52 (^dd^A : *9 J— ;i/= 10:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 0.99 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
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2.72 (ra, 2H), 3.03 (m, 2H), 5.00 (s, 2H), 5.17 (m, 1H), 6.30 (d, J = 8.79 Hz, 1H), 

■ 

6.84 (m, 1H), 6.91 (s, 1H), 6.96 (ra, 4H), 7.24 (m, 2H), 7.40 (m, 2H) o 

mmm 6 (345) 

3- (2- (4- (3, 5-^f;i/7i-;i/) ^-tKDftt7>-4 

*;w^^;i/) -4 - (2, 5 -^7WD7z; 7 



COOH 




TLC:Rf 0.58 (:J?nn*;i/A : )V= 9 : 1) ; 

NMR (300 MHz, CDClj) : 6 2.25 (ra, 2H), 2.31 (s, 6H), 2.61 (m, 2H), 2.76 (m, 
4H), 3.03 (m, 4H), 5.11 (s, 2H), 6.28 (s, 1H), 6.63 (m, 1H), 6.77(ra, 1H), 6.90 (s, 1H), 
7.06 (m, 3H), 7.32 (d, J = 7.97 Hz, 1H), 7.44 (dd, J = 7.97, 1.80 Hz, 1H), 7.57 (d, J = 
1.80 Hz, 1H) 0 

fSffiff!) 6 (3 4 6) 

3- (2- ( l-^>v;b-4- (3, 5-^/f;i/7i-;i/) tw»*> 
-4-^;i/) -4- (2, 5 -^7MD7x; ^^f-^) 
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COOH 





TLC : Rf 0.52 (^Dn^VA : )V=Q : 1) ; 

NMR (300 MHz, CD 3 OD) : <5" 2.17 (m, 2H), 2.29 (s, 6H), 2.61 (t, J = 7.42 Hz, 2H), 

2.76 (m, 2 H), 2.95 (m, 4H), 3.16 (ra, 2H), 4.06 (s, 2H), 5.13 (s, 2H), 6.64 (m, 
1H), 6.90 (s, 1H), 6.97 (m, 1H), 7.09 (m, 3H), 7.43 (m, 8H) 0 



MM 6 (3 4 7) 

3- (2- (1, l-^3h>-4- (3, 5-^^^7xz;v) M-t F 

d^i^^>-4— *;w\*^^;i/) -4- (2, S-Vy)^uy^ 



COOH 




TLC : Rf 0.49 (^dd^I/A : ;*^-;i/=9 : 1) ; 
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N MR (300 MHz, CDC1 3 ) : 6 2.31 (s, 6H), 2.75 (m, 4H), 3.04 (m, 6H), 3.40 (m, 

2H), 5.07 (s, 2H), 6.62 (m, 1H), 6.76 (m, 1H), 6.94 (s, 1H), 7.03 (m, 4H), 7.30 (d, J = 
7.97 Hz, IK), 7.45 (m, 1H), 7.51 (m, 1H) o 

5 nMM6 (3 4 8) 

3- (2- ( (4- (3, 5-V*?-)V7y.-)\/) A-M Knt?^>-4- 

<i)V) *;wve-r;i/). -4- (3— >7V7:ny^>^;i/) 7^-;v) r 




10 TLC:Rf 0.24(n-'N=5r-y->:ra^;i/:^= 1 0 0:100:1); 
NM R (300 MHz, DMSO-d 6 ) : 6 1.93 (m, 2H), 2.26 (s, 6H), 2.39 (m, 2H), 2.49 (m, 
2H), 2.86 (m, 2H), 3.74 (m, 4H), 5.20 (s, 2H), 6.84 (s, 1H), 7.04 (s, 2H), 7.42 (m, 

\( 

7H), 8.59 (s, 1H), 12.09 (s, 1H) 0 

.15 H^g»J6 (3 4 9) 

3- (2- ( (2, 6-S^^;U- 4 - (3 3 5 -i>*?-JU7 -4 

-^7*^;i/) *;w^-r;i/) -4- (2, 5 -^7Mn7xy ^->^^)V) 
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TLC : Rf 0.66 (n-^\^it> : |ffix^= 1 : 1) ; 
NMR (300 MHz, CDC1,) : 6 0.75 (d, J = 6.59 Hz, 6H), 0.84 (d, J = 6.59 Hz, 6H), 
1.58 (m, 2H), 2.11 (dd, J = 14.28, 5.22 Hz, 2H), 2.22 (dd, J = 14.28, 6.06 Hz, 2H), 
2.31 (s, 6H), 2.79 (t, J = 7.55 Hz, 2H), 3.11 (t, J = 7.55 Hz, 2H), 5.12 (s, 2H), 6.25 (s, 
1H), 6.62 (m, 1H), 6.76 (m, 1H), 6.86 (s, 1H), 6.94 (s, 2H), 7.04 (m, 1H), 7.34 (d, J = 
7.91 Hz, 1H), 7.44 (dd, J = 7.91, 1.65 Hz, 1H), 7.57 (d, J = 1.65 Hz, 1H) 0 

mMM6 (3 5 0) 

3 - (2- ( (4 - (3, 5-^^l/7i^l/) ^-tKn^7>-4- 

*;i0 -4- (2-^nD-5-7;i/tD7z;^5 1 ;b) 




T L C : R f 0.41 (n— : »$&x?-;i/ :ffi®= 1 0 0:1 00:1) ; 
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NMR (300 MHz, CDC1 3 ) : 6 2.24 (ra, 2H), 2.32 (s, 6H), 2.46 (m, 2H), 2.70 (t, J 
= 7.42 Hz, 2H), 3.03 (t, J = 7.42 Hz, 2H), 3.83 (in, 2H), 3.93 (ra, 2H), 5.12 (s, 2H), 
6.47 (s, 1H), 6.67 (m, 1H), 6.73 (dd, J = 10.03, 2.61 Hz, 1H), 6.91 (s, 1H), 7.09 (s, 
2H), 7.33 (m, 2H), 7.43 (m, 1H), 7.62 (d, J = 1.65 Hz, 1H) o 

mmm 6 (351) 

3- (2- ( (4- (3, 5-^3Vl/7 3i-;i/) /t— fc PU\£5>-A- 

-r;i/) - 4- (2-^DD-5-p<^;i/7^ydp^p<^;i/) 

7i^) 7nm>^ 




TLC :Rf 0.39(n-A^>:i^if;i/:^i=l 0 0:1 00:1); 
NMR (300 MHz, CDC1,) : 6 2.23 (m, 2H), 2.32 (s, 6H), 2.33 (s, 3H), 2.46 (dd, J 
= 13.32, 1.51 Hz, 2H), 2.69 (t, J = 7.28 Hz, 2H), 3.03 (t, J = 7.28 Hz, 2H), 3.83 (ra, 
2H), 3.92 (m, 2H), 5.12 (s , 2H), 6.46 (s, 1H), 6.75 (m, 1H), 6.81 (s, 1H), 6.90 (s, 1H), 
7.09 (s, 2H), 7.27 (ra, 2H), 7.43 (m, 1H), 7.66 (s, 1H) 0 

Hfl6fll6 (3 5 2) 

3 - (2 - ( (4 - (3 3 5 -^^7i-;t/) ^-tFDt7>-4- 

-f;i/) *;w^^f;i/) - 4- (2, 5-^no7i;^?;i/) 7^ 
;u) rn/tvl 
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COOH 




TLC:Rf 039(n-^V->:mm.^)V:^=l 0 0 : 1 0 0 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 2.25 (m, 2H), 2.32 (s, 6H), 2.47 (ra, 2H), 2.71 (t, J 
= 7.14 Hz, 2H), 3.04 (t, J = 7.14 Hz, 2H), 3.83 (t, J = 10.30 Hz, 2H), 3.93 (ra, 2H), 
5.12 (s, 2H), 6. 46 (s, 1H), 6.95 (m, 3H), 7.09 (s, 2H), 7.32 (m, 2H), 7.43 (m, 1H), 
7.63 (d, J = 1.65 Hz, 1H) 0 

mmm6 (353) 

3- (2- ( (4- (3, 5-^f;i/7i-^) ^-t h*P£5>-4- 

XOOH 




TLC : Rf 0.36(n-^^>:St^^;i/:M= 1 0 0:1 00:1); 
NMR (300 MHz, CDC1 3 ) : 6 2.23 (m, 2H), 2.31 (s, 6H), 2.46 (m, 2H), 2.69 (t, J 
= 7.28 Hz, 2H), 3.02 (t, J = 7.28 Hz, 2H), 3.79 (m, 2H), 3.91 (m, 2H), 5.05 (s, 2H), 
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6.48 (s, 1H), 6.90 (s, 1H), 6.99 (m, 3H), 7.0S (s, 2H), 7.30 (m, 3H), 7.43 (m, 1H), 
7.50 (s, lH)o 

m&M 6 (3 5 4) 

3- (2- ( (4- (3, 5 -^^71^) ^-hKDt:7>-4- 
<<)V) ^)i;^-f;v) -4- (3-^DD7i;^^l/) 7ir;i/) y 



COOH 




TLC:Rf 0.35(n-^W>:M^;i/:M= 1 00:1 00:1); 
NMR (300 MHz, CDC1 3 ) : 2.24 (m, 2H), 2.32 (s, 6H), 2.48 (d, J = 15.11 Hz, 
2H), 2.71 (t, J = 7.14 Hz, 2H), 3.02 (t, J = 7.14 Hz, 2H), 3.79 (m, 2H) 3.92 (m, 2H), 
5.03 (s, 2H), 6.50 (s, 1H), 6.85 (m, 1H), 6.91 (s, 1H), 6.97 (m, 2H), 7.08 (s, 2H), 7.22 
(m, 1H), 7.30 (d, J = 7.97 Hz, 1H), 7.41 (m, 1H) 7.47 (s, 1H) o 

6 (355) 

3- (2- ( (4- (3, 5 ->J*?-)Vy ^-tF'Dt7>-4- 
4)V) £;w\*^;i.) - 4- (3-7;^D7 xy^fjl/) 7xn;i/) 
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T L C : R f 0.43 (^DD^l/A : * £ J — ju= 10:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 2.27 (ra, 8H), 2.45 (m, 2H), 2.72 (t, J = 7.28 Hz, 2H), 
3.03 (t, J = 7.28 Hz, 2H), 3.87 (m, 4H), 5.04 (s, 2H), 6.48 (s, 1H), 6.72 (m, 3H), 6.91 
(s, 1H), 7.09 (s, 2 H), 7.22 (m, 1H), 7.30 (d, J = 8.24 Hz, 1H), 7.43 (d, J = 7.97 Hz, 
1H), 7.48 (s, 1H) 0 

H»J6 (3 5 6) 

3- (2- ( (4- £3, 5-Wf;i/7i^) 7^!-b h-D^7>-4- 

-f;iO -4- (2, 5 -^^;i/7 3L^^?-;iO 7i- 

;i0 7*d^>^ 




TLC:Rf 0.43 (^DD*M:^^/~;i/=10 : 1) ; 

NMR (300 MHz, CDQ 3 ) : 6 2.26 (s, 6H), 2.28 (m, 2H), 2.32 (s, 6H), 2.44 (m, 
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2H), 2.72 (t, J = 7.35 Hz, 2H), 3.04 (t, J = 7.35 Hz, 2H), 3.82 (m, 2H) 3.93 (m, 2H), 
5.06 (s, 2H), 6.40 (s, 1 H), 6.73 (m, 2H), 6.91 (s, 1H), 7.06 (d, J = 7.69 Hz, 1H), 7.09 
(s, 2H), 7.30 (d, J = 7.69 Hz, 1H), 7.45 (dd, J = 7.69, 1.65 Hz, 1H), 7.56 (d, J = 1.65 
Hz,lH)o 

mmm6 (357) 

3- (2- ( (l-*r)lZ)l*-)l-4- (3, 5-^^^;U7i-;i/) 

^Ui>*>-4 — r;b) *;w^-r;v) -4- (2, 5-^7;vtD7xy 

XOOH 




TLC : Rf 0.42 (^nn.*;i/A : J— ;U= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 2.24 (m, 2H), 2.32 (s, 6H), 2.70 (m, 4H), 2.78 (s, 
3H), 3.03 (t, J = 7.14 Hz, 2H), 3.13 (t, J = 11.13 Hz, 2H), 3.68 (m, 2H), 5.07 (s, 2H), 

■ 

6.52 (s, 1H), 6.63 (ra, 1H), 6.75 (m, 1H), 6.92 (s, 1H), 7.03 (m, 1H), 7.08 (s, 2H), 
7.29 (d, J = 7.97 Hz, 1H), 7.41 (d, J = 7.97 Hz, 1H), 7.51 (s, 1H) 0 

11360116 (3 5 8) 

3- (2- ( (4- (3, 5-^f-;i/7^-;i/) /<?— t h*D£7>-4- 

>r;i/) ^w^f;!/) -4- (2-7;i/tn7x;^^?;i/) 7xrz;t/) 
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7"D;t>8 




TLC : Rf 0.43 (^nD^;i/A : ^#y-;t,= 10:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 2.26 (ra, 2H), 2.32 (s, 6H), 2.45 (m, 2H), 2.71 (t, J 
= 7.14 Hz, 2H) 3.03 (t, J = 7.14 Hz, 2H), 3.82 (m, 4H), 5.13 (s, 2H), 6.48 (s, 1H), 
7.02 (ra, 7H), 7.30 (d, J = 7 .69 Hz, 1H), 7.44 (d, J = 7.69 Hz, 1H), 7.56 (s, 1H) 0 

mm 6 (359) 

3- (2- ( (4- (3, 5-i>*?)l7*i-)V) ^-bKDtT7>-4- 

-r;i/) *;w^>r;u) -4- (2-^nD7i;^f;i/) 71^) zr 




TLC : Rf 0.43 (^nD^l/A : ^^y— ;V= 10:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 2.25 (ra, 2H), 2.32 (s, 6H), 2.46 (m, 2H), 2.70 (t, J 
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= 7.42 Hz, 2H) 3.03 (t, J = 7.42 Hz, 2H), 3.85 (m, 2H), 3.93 (ra, 2H), 5.15 (s, 2H), 
6.45 (s, 1H), 6.91 (s, 1H), 6.97 (m, 2H), 7.09 (s, 2H), 7.22 (ra, 1H), 7.30 (d, J = 7.97 
Hz, 1H), 7.42 (m, 2H), 7.65 (s, 1H) 0 

5 mm! 6 (3 6 0) 

> 

3- (2- ( (4- b h*n t:^>-4 --r;u) 

ibJW^jjl) -4- (2, 5-i?7Mn7iyJr^^) y 




10 TIC : Rf 0.55 (^PD^A : ;i/= 9 : 1) ; 

N M R (300 MHz, CDC1 3 ) : 6 2.25 (m, 2H), 2.36 (s, 3H), 2.50 (ra, 2H), 2.70 (t, J 
= 7.21 Hz, 2H), 3.01 (t, J = 7.21 Hz, 2H), 3.88 (m, 4H), 5.08 (s, 2H), 6.57 (s, 1H), 
6.63 (m, 1H), 6.76 (m, 1H), 7.05 (m, 2H), 7.27 (m, 4H), 7.42 (dd, J = 8.12, 1.71 Hz, 
1H), 7.52 (d, J = 1.71 Hz, 1H) 0 

15 

mmm 6 ( 3 6 1 ) 

3- (2- ( (4- (i-7#u>- ;s-t Kot7>-4-^;v) 

*;w^-f;i/) -4 - (2, 5-^7^71;^^) 7x-;v) 
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COOH 




TLC : Rf 0.53 (^dd*M : J— ;]/= 9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 2.50 (m, 4H), 2.85 (m, 4H), 3.97 (m, 4H), 5.02 (s, 
2H), 6.64 (ra, 1H), 6.73 (m, 1H), 7.07 (m, 2H), 7.23 (d, J = 7.69 Hz, 1H), 7.43 (m, 
5H), 7.74 (d, J = 7.42 Hz, 1H), 7.80 (d, J = 7.97 Hz, 1H), 7.89 (m, 1H), 8.42 (m, 1H) 0 

mmm6 o 6 2) . 

3- (2- ( (l -y^;u-4- (3, 5-^f;i/7i-;i/) t^us?> 
-4-<;i0 £;w\^e^;i/) -4- (2, 5-i?7MD7xy^f;v) 




TLC : Rf 0.37 (PuuMA : S—Jl> : 28%7 > > ; E-T*= 4 0 : 
10:1); 

NMR (300 MHz, DMSO-d 4 ) : 6 1.85 (m, 2H), 2.19 (s, 3H), 2.25 (s, 6H), 2.29 (m, 
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2H), 2.46 (m, 4H), 2.65 (m, 2H), 2.89 (t, J = 7.83 Hz, 2H), 5.21 (s, 2H), 6.77 (ra, 1H), 
6.82 (s, 1H), 7.03 (s, 2H), 7.29 (m, 5H), 8.50 (s, 1H) 0 

mmm6 (3 6 3) 

3- (2- ( (1-^)1-4- (3, 5-^f;i/7irji/) h*^U^> 
-4-J)l) -4 - (2, 5-^7MD7x;^5 : -;v) 



COOH 




J 

TL C : Rf 0.39 (^DD^A : £ # J —)]/= 5:1) ; 

NMR (300 MHz, CD 3 OH) : 6 1.29 (t, J = 7.28 Hz, 3H), 2.20 (m, 2H), 2.31 (s, 6H), 
2.62 (t, J = 7.14 Hz, 2H), 2.85 (m, 2H), 2.98 (t, J = 7.14 Hz, 2H), 3.03 (m, 4H), 3.34 
(m, 2H), 5.12 (s, 2H), 6.63 (m, 1H), 6.92 (s, 1H), 6.96 (m, 1H), 7.08 (m, 1H), 7.14 (s, 
2H),7.40(m,3H) o 

H^!I6 (3 6 4) 

2- (2- ( (3-p^;i/-l- (3, 5-^^f-;U7acn;i/) 7>;i/) * 

;w\"^-r;i/) -4-^>^;i/^^7^y^r^) 
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r 



COOH 




TLC : Rf 0.42 (^DD^l/A : J— )V= 10:1) ; 
N M R (300 MHz, CDC1 3 ) : 6 0.95 (d, J = 6.32 Hz, 6H), 1.63 (m, 2H), 1.84 (m, 
1H), 2.28 (s, 6H), 4.73 (s, 2H), 5.03 (s, 2H), 5.19 (m, 1H), 6.85 (d, J = 8.70 Hz, 1H), 
6.87 (s, 1H), 6.98 (s, 2H) 7.02 (dd, J = 8.70, 3.02 Hz, 1H), 7.35 (ra, 5H), 7.57 (d, J = 
3.02 Hz, 1H), 7.94 (d, J = 852 Hz, 1H) 0 



(3 6 5) 



2- (2- ('(3-^^-i- (3, 5-«;^Wxz^) * 

;w\*^e-f;v) -4- (2-^nn-6-:7;iorn^>^;i/;2h3f^) ^ydf 



COOH 




TLC : Rf 0.42 (^DD*M : — ;i/= 1 0:1) ; 

N MR (300 MHz, CDC1 3 ) : (5 0.96 (d, J = 6.32 Hz, 6H), 1.66 (m, 2H), 1.84 (m, 
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1H), 2.30 (s, 6H), 4.76 (s, 2H), 5.16 (s, 2H), 5.20 (m, 1H), 7.01 (m, 6H), 7.28 (m, 
2H), 7.49 (d, J = 3.02 Hz, 1H) 7.54 (d, J = 7.97 Hz, 1H) 0 

5 4- (t -yv^i/ti)^-)]/) -2--hD7^-;i/3-^V Y 



^>-2--hD7-'Jx * £ v * * y -;i/Oftto t> 1 1 - 7* ; — ;v. 

10 t3^{b£«#fc, 

T L C : R f 0.50 (^1^> : S^x^;i/= 9:1), 

0 

4- [4- (t-^h^^*;^-;i/) -2--hU7i^l/] WsWL* 

15 f;i/x7T;i/ 



(fiH£fbbfc*0> 19.6 g) Crh7tFD77> (10 0ml) 

Hfflfcfcx V7u=E^$y (o.lml) *Jn^ N 5OTibfco ZttfchU 

* u ;^D7-f h* (o.im i ) ^sq^ i c 5 ^miaw mm 

20 TT-4-3-K^>^^;K45.6g)©7 t h7t Fn77>(l 0 0ml) 
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n bxsie 4-3— k 7*^ m®?- h7tFD7? >i§$&#& 0 

###J 9 TiBlSi Ufc<tf?£$J (34.9 g) Orh7tKD77>(10 0 

ml) «fc^b (1, l'-tr* (^7i-;^7^) 7iD-tr» 

5 ;17^«7A (n) (2.20g) ^jD^-feo i0^W{C±IB-e^tfcffi^4- 
3- F 7*^ f ;VOf h 7 1 h* D 7 7 (2 OOmmolii) * 

etr©«rtifi*^"r««jSfli^ (24.47 g ) 

TLC : Rf0.24 : Bfftx^-;i/= 9 : 1) e 

15 ##fljl 1 

^S. ^\ /OCH 3 



###J 1 0 T-Sii bfc-fb^tl (24.4 g) CD7*-V-;i/ (3 8ml) 
h'j7MDii (2 9ml) *fti*. N S#»&6 0°C-C lB#|ifl«#Lfc, 

-^*1t>«fc£|liS£IILT x WT©*Mt«ft*-r*«iHflS*&* (I6.72g) £ 




o 
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mtco 

T L C : R f 0.31 : 1 : 1 ) . 

1 2 

4- (4-t h*Ddri/p<5 : -;i/-2--hn7xr:;i/) 7#>Wl*?-)Ix>7.7- 



1 1 T?»jgbfcflj£4& (15.58 s) ^ h 'J X > (10.6m 1 ) 

0rh7th*D77>(6Oml) zR}$?TT\ ^DD ^fccf^ (6.2 

mi) t«ru i«pia«#bfco m-&w**>mu *>m.*&mh 

(11.1 g) O*(6 0ml) *JRfc*#T-eiST bts m& 

3S>l/= 2 : 1-»1 : 1) T?*MSlbT\ ^T©«rt4«**fS«jH^b^«I (12.26 
T L C : Rf 0.46 (^3r"tf> : ffi|xf;i/= 1 : 1 ) „ 
1 3 

4- [4- (t-^5 L ;i/^^;i/'>u;i/^-^>^5 L ;i') -2--hD7^r: 
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H 3 C I CH 3 




OCH ; 



1 2 Tf«aa bfcfc-&tj (4.078 g) £«fctM^*v-;i/ (im6s) o 

N, N-^WM75 H (2 0ml) Sifcfc:* *frTC t -T^S' 
^f-^>'JMDU K (2.664 g) fi-&%*M-e««SH*Ufco S 

jejB^totczfctira^ ^i*>-e»fflbfco *«wi**-c«5^u 

TLC : Rf 0.69 (^H*-> : B*x^= 3 : 1) . 



1 4 



4- [2 -r^y-4- (t-r^^^^s/U;i/**^^) 7*=- 



H a C 



H 3 C ^j_jCH 3 




OCH- 



3TS3ibfcfli-&«!l (6.02 g) <D**/—)\* (30ml) ^Kls 



1 0%/i 1 5Wl*&m (4 2 Omg) £;ba;L> 7j<; 



l&T£fiT? 1 l$|ia& 



fb^l (5.43 g) £f#fc„ 

TLC : R f 0.38 (^Jr1f> : Wlx^;p= 4 : 1 ) » 



#M 1 5 
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4- [4- (t-73-}li/*3 L )W>VM*i'* : ?-fr) -2- [1- (1- 

±7=$-))/) x^*M-;P7^] 7x-jy] ^vK^^i/x^T 1 ;!/ 



H 3 C N 
H 3 C Si 

H 3 C I CH 3 




OCH 



7;i/3>ii^T> 1 4t^tbfe<b^ (5.43 g) *itfh:us?> 

(2.60m 1 ) ®mcx* 3- V > ( 2 0 m 1 ) *^TTf a -* f-)V- 1 - 

j-7 V 5 J K (3.52g) ©t&fl3**-l/> (1 0ml) $g$£?8TU 

T L C : R f 0.39 : 4 : 1 ) o 



4 _ (2- ( (2- (^7^v>-i--r;^) 7*d/^^;i/) 

- 1 HD^r5/^^7xx;v) 7*^>^f"^x^5 t ;i/ 



-4 




OCH- 
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##0!I1 5 -CiHI Lfc-ft^lJOT 1 h?t h*D77> (3 0ml) ^(c^ 
h^rw^-^yM?^ h* (2 4ml) Sijax-s ril^^^T- 

5 mmtsm (5.02 g) £f#fc 0 

T L C : R f 0.27 (^*tf-> : fft^x^;i/= 1 : 1 ) o 

mmmi (a) 

4- (2- (1- {\-j-y ?-))/) x^;i/) AM-;i'7^-4-tKD 

10 ^^^^1/7x^1/) T^V^^Px^tVI/ 




###11 5^gL/Mbl^30:r h^t HD77> (3 0ml) &$tfc^ 
h^7*5^;i/7'>^xH7A7;U^-7'l' K (2 4ml) &&Q£ N Sg^^^ST 

^M<b^J (5.02 g) £f#fco 

TLC : Rf 0.27 (^\=^it> : Bt^x^;i,= 1:1), 

■ 

mmmi (b) 

20 4- (2- ( (2- (^7*l/>- l--f )]/) 7uA;jfr) -4 
- (4-x h^r^7i7^r^f;i/) 7i";i/) 7£ >^ ^I/X^t^V 
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mmm7 (a) x-mmLtzfc^&£.vmM-rz>ihG®zm^T, m&m 

TLC : Rf 0.47 (n-'Mr-tf-^ : Sgi^= 2 : 1) , 
gMLI (b-1) -7 (b-2) 

mMM7 (b-1) 

2- (2- ( (4-^^;u-2- (fytrvy- iw;i>) ^>#y-f;i/) 




TLC : Rf 0.52 (n-^lfy : ftftiWl/= 3 : 1) o 

« 

mmmi (b-2) 
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2 _ (2- ( (2- (4 -7MUJ-7#V>- l-Jfr) 7*P/W;V) 




TLC : Rf 0.56 (n-^W> : S^x?-;b=2 : 1) o 

5 

4- (2- ( (2- ()]/) -7urtM)\A T\S) -4 




10 HJ60!l7 (b) •T:ii^bfc{b^!J*JiI^*l@^■r^^^^V^•C^ 
T L C : R f 0.45 (fi^x^l/) ; 

NMR (300 MHz, DMSO-d 4 ) : 6 12.08 (br,lH),9.58 (s,lH),8.32 (d,J = 8.1 
Hz, 1H), 7.94 (m, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.62 - 7.46 (m, 4H), 7.38 (bs, 1H), 
15 7.16 (m, 2H), 6.88 (d, J = 9.0 Hz, 2H), 6.81 (d, J = 9.0 Hz, 2H), 4.94 (s, 2H), 4.71 
(q, J = 6.9 Hz, 1H), 3.91 (q, J = 6.9 Hz, 2H), 2.43 (m, 2H), 2.02 (t, J = 7.5 Hz, 2H), 
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1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 2H), 1.27 (t, J = 6.9 Hz, 3H) 0 
^ffi5fli]8 (1) ~^ftS0U8 (13 6) 

msmi (b-iK 7 (b-2) T?m&\stcfcG®&M*®%t%fc& 

mmms m 

(2E) -3- (2- ( (2- (t7^I/>-2- T-fe^A) 7^) 
-4- 1 — OM^l/) 7i-^) -2-7 - D^>i 




TLC : Rf 0.42 (#D P#;i/A : *9 J —fr= 9:1) ; 
NMR (300 MHz, DMSO-dJ : 6 10.12 (bs, 1H), 7.94-7.70 (m, 7H), 7.57-7.41 (m, 
4H), 7.24 (s, 1H), 7.02 (d, J = 8.1 Hz, 1H), 6.46 (d, J = 16 Hz, 1H), 6.25 (t, J = 2.0 
Hz, 1H), 5.32 (s, 2H), 3.85 (s, 2H) e 

glife^J8 (2) 

2 _ ( 2 - ( (4-^5S>l/-2- (^-7^U>-1-^;V) ^V*^^) 
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T L C : R f 0.50 □ D^;i/A : J — ;U= 10:1) ; 
NMR (300 MHz, DMSO-d,) : 6 9.62 (s, IK), 8.32 (d, J = 8.4 Hz, 1H), 7.91 (d, J 
= 8.1 Hz, 1H), 7.78 (d, J = 8.7 Hz, IK), 7.75 (m, IK), 7.65-7.39 (m, 4H), 7.34 (s, IK), 
7.23 (ra, 2H), 7.00 (d, J = 8.1 Hz, IK), 6.88 (d, J = 7.8 Hz, IK), 6.79 (m, IK), 5.12 (t, 
J = 5.7 Hz, 1H), 4.60 (m, IK), 4.41 (d, J = 5.4 Hz, IK), 4.30 (d, J = 16.2 Hz, IK), 
4.18 (d, J = 16.2 Hz, IK), 1.93 (m, 1H), 1.47 (m, 2H), 0.92 (d, J = 6.3 Hz, 3H), 0.80 
(d,J = 6.3Hz,3H)o 

^S^J8 (3) 

2- (2- ( (4-^^;v-2- 1— r;i0 




T L C : R f 0.62 (^=^it> : B$fc£?-;i/= 1:2); 

NMR (300 MHz, DMSO-d 4 ) : 6 8.15 (s, IK), 8.10-7.98 (m, 2H), 7.83 (m IK), 
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7.67 (m, 1H), 7.60-7.41 (m, 3H), 7.32-7.20 (m, 3H), 7.17-6.96 (m, 3H), 6.81 (d, J = 
7.2 Hz, 1H), 4.37 (t, J = 7.5 Hz, IK), 4.08 (d, J = 16.2 Hz, 1H), 3.80 (d, J = 16.2 Hz, 
1H), 3.18 (s, 3H), 2.14 (ra, IK), 1.73 (m, 1H), 1.59 (m, IK), 0.96 (d, J = 6.6 Hz, 3H), 
0.89 (d, J = 6.6 Hz, 3H) e 

5 

mMM8 (4) 

2- (2- ( (4-^^-2- (J-7*V>- 1— (JV) 




10 TLC : Rf 0.54 (^Dntf^A : *$J— ;i/= 8 : 1) ; 

N MR (300 MHz, DMSO-d 6 ) : 6 9.85 (s, 1H), 9.67 (bs, 1H), 8.32 (d, J = 8.4 Hz, 
1H), 7.91 (d, J = 7.8 Hz, 1H), 7.78 (d, J = 8.1 Hz, 1H), 7.73 (m, 1H), 7.64-7.35 (m, 
6H), 7.28-7.15 (m, 2H), 6.86 (d, J = 8.4 Hz, 1H), 6.78 (m, 1H), 4.60 (m, 1H), 4.26 (d, 
J = 16.5 Hz, 1H), 4.13 (d, J = 16.5 Hz, 1H), 1.97 (s, 3H), 1.92 (m, 1H), 1.52-1.36 (m, 
15 2H), 0.92 (d, J = 6.3 Hz, 3H), 0.80 (d, J = 6.3 Hz, 3H)o 

mMM8 (5) 

2- (2- ( (4-^;i/-2- (^-7^i/>-i--r;i/) ^>*;j;i) 
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TLC : Rf 0.54 (^DD^A : ^=8 : 1) ; 

N M R (300 MHz, CDd 3 ) : 6 8.05 (d, J = 8.1 Hz, 1H), 7.97 (bs, 2H), 7.82 (d, J = 
7.5 Hz, 1H), 7.68 (d, J = 7.5 Hz, 1H), 7.63 (d, J = 7.8 Hz, 1H), 7.55-7.40 (ra, 2H), 
5 7.35-7.21 (m,3H), 7.15 (ra,lH), 7.08-6.96 (m, 2H), 6.83 (d, J = 8.1 Hz, 1H), 6.64 (s, 
1H), 4.38 (t, J = 7.2 Hz, 1H), 4.02 (d, J = 16.5 Hz, 1H), 3.78 (d, J = 16.5 Hz, 1H), 
2.99 (s, 3H), 2.15 (m, 1H), 1.75 (m, 1H), 1.60 (m, 1H), 0.96 (d, J = 6.6 Hz, 3H), 0.89 
(d, J = 6.6 Hz, 3H) 0 

10 HlflSflil8 (6) 

2- (2- ( (4-;Wl/-2- (t^^W-l-'f^) ^>^^-f;W) 




TLC : Rf 0.59 (^DD^A : *#;—)ls=8 : 1) ; 
15 N M R (300 MHz, CDC1 3 ) :. 6 8.20 (d, J = 2.1 Hz, 1H), 8.07 (m, 1H), 8.04 (m, 1H), 
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7.84 (m, IK), 7.69 (d, J = 6.9 Hz, IK), 7.59 (d, J = 7.5 Hz, 1H), 7.55-7.44 (m, 2H), 
7.34-7.23 (m, 3H), 7.18-7.10 (ra, 2H), 7.05 (d, J = 8.4 Hz, 1H), 6.87 (d, J = 7.8 Hz, 
1H), 4.38 (t, J = 7.2 Hz, IK), 4.06 (d, J = 16.5 Hz, IK), 3.80 (d, J = 16.5 Hz, 1H), 
3.32 (ra, 3H), 2.89 (s, 3H), 2.15 (m, IK), 1.76 (ra, IK), 1.61 (m, 1H), 0.97 (d, J = 6.6 
5 Hz, 3H), 0.91 (d, J = 6.6 Hz, 3H) 0 



fl5fl98 (7) 

2- (2- ( (4-^^-2- (j-7*l/>-l— ifr) ^VZJ'ifr) 



COOH 



10 




15 



TLC : Rf 0.49 (i^DD^M : ;V= 10:1) ; 

NMR (300 MHz, CDC1,) : 6 8.05 (m, IK), 7.99 (s, 1H), 7.91 (s, 1H), 7.80 (m, 
1H), 7.66 (d, J = 7.8 Hz, IK), 7.58 (m, 2H), 7.49-7.38 (m, 3H), 7.34-7.07 (m, 4H), 
6.82 (d, J = 7.5 Hz, 1H), 6.77 (d, J = 7.5 Hz, 1H), 6.63 (d, J = 8.1 Hz, IK), 6.29 (s, 
IK), 5.23 (s, 2H), 4.33 (m, IK), 3.86 (d, J = 16.8 Hz, IK), 3.69 (d, J = 16.8 Hz, 1H), 
2.12 (m, IK), 1.69 (ra, IK), 1.56 (m, 1H), 0.93 (d, J = 6.3 Hz, 3H), 0.86 (d, J = 6.3 
Hz, 3H) 0 



20 



\mms (8) 

2- (2- ( (4-PWU-2- U>- 1— <M ^ls$M)\s) 
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COOH 




TLC : Rf 0.52 (^DD*M : J— )l= 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.08 (bs, 1H), 8.05 (d, J = 7.8 Hz, 1H), 7.81 (m, 1H), 
7.72 (m, 1H), 7.74-7.58 (m, 2H), 7.46 (m, 2H), 732-7.08 (m, 4H), 7.03 (m, 2H), 6.80 
(d, J = 7.8 Hz, 1H), 4.43 (s, 2H), 4.34 (t, J = 7.5 Hz, 1H), 4.07 (d, J = 16.5 Hz, 1H), 
3.84 (d, J = 16.5 Hz, 1H), 3.39 (s, 3H), 2.16 (m, 1H), 1.72 (m, 1H), 1.61(m, 1H), 
0.96 (d, J = 6.3 Hz, 3H), 0.89 (d, J = 6.3 Hz, 3H) 0 



|gMI8 (9) 

4- (2- ( (2- l—fji) tks) -4 



COOH 




TLC : Rf 0.45 ; 

NMR (300 MHz, CD 3 OD) : 6 8.30-8.25 (m, 1H), 7.92-7.87 (m, 1H), 7.81 (t, J = 
8.1 Hz, 1H), 7.67-7 A4 (m, 4H), 7.33 (s, 1H), 7.13-7.08 (m, 2H), 4.71 (q, J = 7.2 Hz, 
1H), 4.53 (s, 2H), 2.34-2.27 (m, 2H), 1.96 (t, J = 7.2 Hz, 2H), 1.73 (d, J = 7.2 Hz, 
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3H), 1.55-1.44 (m,2H) 0 

mum 8 do) 

4- (2- ( (2- (i-7*\s>- 1-4)V) yu/IS'Ul') 7$;) -4 




T L C : R f 0.40 > : Mx^;i/= 1:2) ; 

NMR (300 MHz, CDCI 3 ) : 6 8.14 (d, J = 7.5 Hz, 1H), 7.93-7.84 (in, 3H), 7.63 (d, 
J = 6.6 Hz, 1H), 7.58-7.50 (m, 3H), 7.12 (s, 1H), 7.02-6.95 (m, 2H), 4.57 (q, J = 6.9 
10 Hz, 1H), 4.39 (s, 2H), 336 (s, 3H), 1.94-1.89 (m, 4H), 1.83 (d, J = 6.9 Hz, 3H), 1.30- 
1.20(m,2H)o 

« 

^mms (id 

4- (2- ( (2- (±7*l/>- l-^;i/) rc^V^l/) 7KS) -4 




TLC : Rf 0.55 (^-tf-> :Bf^x?-;i/=l : 2) ; 

NMR (300 MHz, CDC1 3 ) : 8.14 (d, J = 8.1 Hz, 1H), 7.98 (s, 1H), 7.93-7.84 (m, 
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2H), 7.63 (d, J = 6.6 Hz, 1H), 7.58-7.50 (ra, 3H), 7.30-7.24 (ra, 2H), 7.13-7.09 (m, 
2H), 7.01-6.92 (m, 4H), 4.99 (s, 2H), 4.57 (q, J = 7.2 Hz/lH), 1.95-1.90 (m, 4H), 
1.84 (d, J = 7.2 Hz, 3H), 1 .30-1.20 (m, 2H) 0 

5 mums (12) 




TLC : Rf 0.47 (^DU*M : *9 J—fr= 10:1) ; 
10 N M R (300 MHz, DMSO-d 4 ) : 6 9.72 (bs, 1H), 8.32 (m, 1H), 7.91 (d, J = 7.8 Hz, 
1H), 7.79-7.74 (m, 2H), 7.63-7.39 (m, 5H), 7.30-7.20 (m, 2H), 7.08 (dd, J = 7.8, 1.8 
Hz, 1H), 6.91 (d, J = 7.8 Hz, 1H), 6.80 (m, 1H), 4.63 (dd, J = 8.7, 4.8 Hz, 1H), 4.40 
(s, 2H), 4.32 (d, J = 16.2 Hz, 1H), 4.19 (d, J = 16.2 Hz, 1H), 2.87 (s, 3H), 1.91 (m, 
1H), 1.56-1.36 (m, 2H), 0.92 (d, J = 6.3 Hz, 1H), 0.80 (d, J = 6.3 Hz, 1H) Q 

15 

Hftgffl8 (13) 

4- (2- ( (2- (±7*l/>-l-<1';i/) 7U*J4)V) TXJ) -4 
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f^COOH 




TLC : Rf 0.35 : fff#x^;U= 1:1) ; 

NMR (300 MHz, DMSO-d,) : 6 12.03 (s, 1H), 9.45 (s, 1H), 8.31 (d, J = 8.1 Hz, 
1H), 7.94 (dd, J = 8.1, 1.5 Hz, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.62 - 7.47 (m, 4H), 
5 7.24 (d, J = 1.8 Hz, 1H), 7.10 (d, J = 7.8 Hz, 1H), 7.04 (dd, J = 7.8, 1.8 Hz, 1H), 4.69 
(q, J = 6.9 Hz, 1H), 3.61 (s, 2H), 2.40 (m, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.92 (s, 3H), 
1.60 (d, J = 6.9 Hz, 3H), 1.55 (m, 2H)o 

mmms (14) 

10 4- (2- ( (2- (i-7*\s>- 1— f;i/) m/w^) t^/) -4 




T L C : R f 0.63 D D*;i/A- : * ? J -;i/= 9:1); 
NMR (300 MHz, DMSO-d 6 ) : 6 12.03 (s, 1H), 9.52 (s, 1H), 8.31 (d, J = 8.1 Hz, 
15 1H), 7.94 (dd, J = 8.1, 1.5 Hz, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.63 - 7.47 (m, 4H), 
7.26 (s, 1H), 7.16 (d, J = 7.8 Hz, 1H), 7.05 (dd, J = 7.8, 1.5 Hz, 1H), 4.70 (q, J = 6.9 
Hz, 1H), 4.05 (d, J = 12.6 Hz, 1H), 3.85 (d, J = 12.6 Hz, 1H), 2.45 (s, 3H), 2.42 (m, 
2H), 2.02 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.55 (m, 2H)o 
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mm* (15) 

4- (2- ( (2- (i-7#U>-l-< rn;V>f;i/) T^y) -4 




T L C : R f 0.51 (ft»x?-;i/) ; 

NMR (300 MHz, DMSO-d,) : 6 12.04 (s, 1H), 9.55 (s, 1H), 8.31 (d, J = 8.1 Hz, 
1H), 7.95 (m, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.63 - 7.47 (m, 4H), 7.35 (d, J = 1.2 Hz, 
1H), 7.19 (d, J = 7.8 Hz, 1H), 7.14 (dd, J = 7.8, 1.2 Hz, 1H), 4.71 (q, J = 6.9 Hz, 1H), 
4.40 (s, 2H), 2.87 (s, 3H), 2.42 (m, 2H), 2.03 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 Hz, 
3H), 1.57 (m, 2H)o 

mmms (i 6) 

4- (2- ( (2- {i-7*vy- l-JJi) 7*o/v^;i/) T^y) -4 




TLC : Rf 0.10 (£DD*;i/A : ;**^-;v=5 : l) ; 

NMR (300 MHz, DMSO-dJ : 6 8.39 (d, J = 9.1 Hz, 1H), 7.93 (d, J = 7.2 Hz, 1H), 
7.82 (d, J = 7.2 Hz, 1H), 7.63-7.47 (m, 4H), 7.45 (brs, 1H), 7.14 (s, 2H), 4.84 (q, J = 
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6.9 Hz, 1H), 3.80 (s, 2H), 2.59-2.42 (m, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 
Hz,3H), 1.62-1.56 (m,2H) 0 



mM8 (17) 

4- (2- ( (2- (±7^l/>- 1— f;i/) 7*D;V>f;i/) -4 



COOH 




TLC : Rf 0.59 (^DD*M : J— ;W=5 : 1) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 9.46 (bra, 1H), 8.34-8.25 (m, 2H), 7.94 (d, J = 8.1 
Hz, 1H), 7.83 (d, J = 7.8 Hz, 1H), 7.61-7.47 (m, 4H), 7.16 (brs, 1H), 7.09 (d, J = 7.8 
Hz, 1H), 6.98 (d, J = 8.1 Hz, IK), 4.68 (q, J = 7.2 Hz, IK), 4.15 (d, J = 5.7 Hz, 2H), 
2.44-2.35 (m, 2H), 2.00 (t, J = 7.2 Hz, 2H), 1.82 (s, 3H), 1.59 (d, J = 6.6 Hz, 3H), 
1.56-1.48 (m,2H) 0 



flJ8 (18) 



4- (2- ( (2- (^7*l/>- 1--OV) 7n;V^^) -4 



COOH 




475 



WO 03/0 16254 



PCT/JPO2/08 120 



TLC : Rf 0.53 (£pn*;i/A : ;><*y-;i/=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 9.51 (s, 1H), 8.32 (d, J = 8.1 Hz, 1H), 7.95 (d, J = 
7.8 Hz, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.62-7.48 (ra, 5H), 7.28 (brs, 1H), 7.14 (d, J = 
7.5 Hz, 1H), 7.08 (dd, J = 7.8, 1.5 Hz, 1H), 4.70 (q, J = 7.2 Hz, 1H), 4.06 (d, J = 6.3 
Hz, 2H), 2.81 (s, 3H), 2.45-2.37 (ra, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 
3H), 1.61-1.50 (m,2H) 0 

mnm 8 (19) 

4- (2- ( (2- {±?9\,y- l-jji) rp/v-T;!/) rs.;) -4 

r^cooH 



TLC : Rf 0.58 (^DD*M — ;i/= 9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 8.13 (d, J = 8.7 Hz, 1H), 7.93-7.85 (m, 3H), 7.63 (d, 
J = 6.3 Hz, 1H), 7.59-7.49 (ra, 3H), 7.17 (brs, 1H), 7.05 (dd, J = 8.1, 1.5 Hz, IK), 
6.99 (d, J = 8.1 Hz, 1H), 4.57 (q, J = 7.5 Hz, 1H), 4.25 (s, 2H), 2.83 (s, 3H), 2.76 (s, 
3H), 1.94-1.89 (m, 4H), 1.83 (d, J = 6.9 Hz, 3H), 1.31-1.22 (m, 2H) 0 

4- (2- ( (2- (±7*U>-1-' TDJWJJl) T$S) -4 
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COOH 




T L C : R f 0.65 (Mfcc*-;i0 ; 

NMR (300 MHz, DMSO-d s ) : 6 12.03 (s, IK), 10.18 (s, 1H), 9.53 (s, 1H), 833 
(d, J = 8.7 Hz, 1H), 7.96-7.91 (m, 3H), 7.84 (d, J = 8.1 Hz, 1H), 7.72 (d, J = 2.4 Hz, 
1H), 7.61-7.47 (m, 8H), 7.13 (d, J = 8.4 Hz, 1H), 4.71 (q, J = 7.2 Hz, 1H), 2.44-2.38 
(m, 2H), 2.03 (t, J = 7.5 Hz, 2H), 1.62-1.55 (m, 5H) 0 



I2JJ. 



4- (2- ( (2- (^7*i/>-i—T;i/) 7*n;v-r;v) T^y) -4 



COOH 




T L C : R f 0.65 (fff^a^;i>) J 

NMR (300 MHz, CDC1 3 ) : <5 8.11-8.07 (m, IK), 7.92-7.76 (m, 4H), 7.66 (s, 1H), 
7.59-1 A7 (m, 5H), 7.42-7.37 (m, 2H), 7.16 (s, 1H), 6.99 (s, 1H), 6.92 (dd, J = 8.1, 
2.1 Hz, IK), 6.84 (d, J = 8.4 Hz, 1H), 4.56 (q, J = 7.2 Hz, 1H), 1.91-1.78 (m, 7H), 
1.23-1.12 (m,2H)o 




M8 (22) 



4- (2- ( (4-^;i/-2- (i-y*u>-i-' ov) ^>*;<i)]/) 
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TLC : Rf 0.53 (^nn^VA : *#J-)\/= 10:1) ; 

NMR (300 MHz, DMSO-dJ : 6 9.57 (s, 1H), 8.39 (d, J = 8.1 Hz, 1H), 7.93 (d, J 
= 7.8 Hz, 1H), 7.81 (d, J = 8.1 Hz, 1H), 7.66 (d, J = 7.2 Hz, 1H), 7.63-7.44 (m, 3H), 
733-7.13 (m, 5H), 6.98-6.87 (m, 3H), 5.00 (s, 2H), 4.67 (ra, 1H), 2.45-2.33 (m, 2H), 
2.12 (m, 1H), 1.98-1.89 (m, 2H), 1.66-1.43 (m, 4H), 1.05 (d, J = 6.3 Hz, 3H), 0.91 (d, 
J = 6.3Hz,3H) 0 

ig3fefl]8 (2 3) 

4- (2- ( (2- (^-7^v>-i-w;i/) :rn;w;i/) 7^>0 -4 




T L C : R f 0.35 ; 

NMR (300 MHz, DMSO-d 6 ) : 6 12.02 (s, 1H), 9.47 (s, 1H), 8.29 (d, J = 8.1 Hz, 
1H), 7.94 (d, J = 7.8 Hz, 1H), 7.83 (d, J = 7.8 Hz, 1H), 7.73 (dd, J = 6.6, 2.1 Hz, 1H), 
7.60-7.46 (m, 4H), 7.42-7.34 (m, 1H), 7.23 (d, J = 1.8 Hz, 1H), 7.12 (d, J = 8.1 Hz, 
1H), 7.02 (dd, J = 8.1, 1.8 Hz, 1H), 6.38 (d, J = 9.0 Hz, 1H), 6.20 (dt, J = 1.5, 6.6 Hz, 
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1H), 5.01 (s, 2H), 4.69-4.64 (m, 1H), 2.40-2.35 (m, 2H), 1.99 (t, J = 7.5 Hz, 2H), 
1.59-1.50 (m,5H) 0 



mW8 (2 4) 

5 4- (2- ( (2- ()]/) 7XMJ4)V) -4 



COOH 




T L C : R f 0.60 (B^^^l/) ; 

NMR (300 MHz, DMSO-d s ) : 8 12.04 (s, 1H), 9.52 (s, 1H), 8.32-8.29 (m, 2H), 
10 8.15 (d, J = 4.5 Hz, 1H), 7.95 (dd, J = 7.8, 1.5 Hz, 1H), 7.83 (d, J = 8.1 Hz, 1H), 
7.61-7.40 (m, 6H), 7.31 (dd, J = 8.1, 4.5 Hz, 1H), 7.19 (s, 2H), 5.10 (s, 2H), 4.70 (q, 
J = 7.2 Hz, 1H), 2.44-2.41 (m, 2H), 2.02 (t, J = 7.2 Hz, 2H), 1.61-1.51 (m, 5H) 0 



(2 5) 

15 4- (2- ( (2- (±7^ix>- i--f;w) 7*n;w;i/) T*y) -4 



COOH 




T L C : R f 0.50 (^^i^> : S^xf;v= 1:2) ; 
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N MR (300 MHz, DMSO-d fi ) : 6 12.00 (br s, 1H), 9.46 (s, 1H), 8.30 (d, J = 8.4 Hz, 
1H), 7.95 (d, J = 7.8 Hz, 1H), 7.83 (d, J = 7.8 Hz, 1H), 7.61-7.47 (m, 4H), 7.32-7.23 
(m, 5H), 7.17-7.12 (m, 1H), 7.08 (s, 2H), 4.68 (q, J = 6.9 Hz, 1H), 4.17 (s, 2H), 2.41- 
2.36 (m, 2H), 2.00 (t, J = 7.5 Hz, 2H), 1.59 (d, J = 6.9 Hz, 3H), 1.56-1.51 (m, 2H)o 



mm 8 (2 6) 

4- (2- ( (2- (±7#]/>- T;i/) 7XD\J4)V) -4 



COOH 




■7 



10 TL C : Rf 0.50 MriJ-V : W^t^JV- 1 : 2) ; 

N M R (300 MHz, DMSO-d 6 ) : (5 12.02 (s, 1H), 9.44 (s, 1H), 8.29 (d, J = 7.8 Hz, 
1H), 7.95-7.92 (m, 1H), 7.82 (d, J = 7.8 Hz, 1H), 7.58-7.46 (m, 4H), 7.28 (s, 1H), 
7.09 (s, 2H), 7.03-6.97 (m, 2H), 6.53-6.45 (m, 3H), 6.17 (t, J = 6.0 Hz, 1H), 4.67 (q, 
J = 7.2 Hz, 1H), 4.16 (d, J = 6.0 Hz, 2H), 2.40-2.35 (m, 2H), 2.00 (t, J = 7.5 Hz, 2H), 

15 1.60-1.50 (m, 5H) 0 



ms (2 7) 

4- (2- ( (2- (^7*V>- 1--OV) 7U)<\J<i)V) -4 

- 7 z.-jixjisyj -;m xn;i/) 7^ > 
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r^COOH 




T L C : R f 0.40 (RSif^) ; 

NMR (300 MHz, DMSO-d 4 ) : 6 12.03 (s, IK), 9.50 (s, IK), 8.31 (d, J = 8.4 Hz, 
1H), 7.97-7.94 (m, 1H), 7.84 (d, J = 7.8 Hz, 1H), 7.60-7.46 (m, 9H), 7.14-7.13 (m, 
IK), 7.06.(d, J = 7.8 Hz, IK), 6.86-6.83 (m, IK), 4.69 (q, J = 6.9 Hz, IK), 4.20-4.15 
(m, 1H), 3.98-3.92 (m, 1H), 2.43-2.39 (m, 2H), 2.03-1.98 (m, 2H), 1.60-1.52 (m, 5H) 0 

mmms (2 8) 

4- (2- ( (2- (±7*i/>- 1— rn/w;!') t-^) -4 

^COOH 




T L C : R f 0.60 (H^^U) ; 

NMR (300 MHz, DMSO-d 6 ) : d 12.03 (s, IK), 9.50 (s, IK), 8.30 (d, J = 8.4 Hz, 
IK), 7.95 (d, J = 7.8 Hz, IK), 7.84 (d, J = 7.5 Hz, IK), 7.73-7.48 (m, 9H), 7.15 (s, 
1H), 7.07 (d, J = 8.1 Hz, IK), 6.88 (dd, J = 7.8, 1.5 Hz, IK), 4.68 (q, J = 7.2 Hz, IK), 
4.58 (s, 2H), 2.42-2.38 (m, 2H), 1.99 (t, J = 7.5 Hz, 2H), 1.60-1.51 (m, 5H) 0 

^»J8 (2 9) 

4- (2 — ( (2- (^7*i/>- 1-^) 7n;v-Oi>) r^) -4 
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T L C : R f 0.13 (^\^> : Wm.^)V= 2:1); 

N M R (300 MHz, DMSO-d s ) : 6 9.39 (brs, 1H), 8.29 (d, J = 8.7 Hz, 1H), 7.94 (d, 
J = 7.8 Hz, 1H), 7.83 (d, J = 7.5 Hz, 1H), 7.62-7.46 (m, 4H), 7.43-7.28 (m, 5H), 
7.06-7.03 (m, 2H), 6.77 (dd, J = 8.4, 2.4 Hz, 1H), 5.01 (s, 2H), 4.70 (q, J = 12 Hz, 
1H), 2.36 (m, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.59 (d, J = 7.2 Hz, 3H), 1.56-1.45 (m, 
2H) 0 

mmms oo) 

4- (2- ( (2- 1— 7*D/v-f;i/) r^y) -4 




TLC : Rf 0.15 :Ii^^;i/=2 : 1) ; 

NMR (300 MHz, DMSO-d s ) : 5 9.44 (brs, 1H), 8.26 (brd, J = 8.1 Hz, 1H), 7.93 
(m, 1H), 7.82 (brd, J = 15 Hz, 1H), 7.59-7.45 (m, 4H), 7.40-7.32 (m, 2H), 7.15 (d, J 
= 8.4 Hz, 1H), 7.13-7.08 (m, 2H), 6.98-6.95 (in, 2H), 6.76 (dd, J = 8.4, 2.7 Hz, 1H), 
4.69 (q, J = 6.9 Hz, 1H), 2.45-2.40 (m, 2H), 2.04 (t, J = 7.5 Hz, 2H), 1.60-1.52 (m, 
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2H) f 1.57 (d, J = 6.9 Hz, 3H) 0 



it » 



ms (3 1) 



3- (2- ( (4-;-Wl/- 2 - (^-7^U>-1-^;V) 'O^^-fA') 

5 -4-7i^^ri/^^;V7a:-;W 7*D^> 




COOH 



NH 




TLC : Rf 0.54 (^DD*M : J— fr= 10:1) ; 
N M R (300 MHz, CDC1 3 ) : 6 8.20 (d, J = 8.4 Hz, 1H), 7.88-7.70 (m, 4H), 7.63 (d, 
J = 6.9 Hz, 1H), 7.56-7.40 (m, 3H), 7.30-7.20 (m, 2H), 7.13 (m, 1H), 7.03 (d, J = 7.5 
10 Hz, 1H), 6.97-6.87 (m, 3H), 4.96 (s, 2H), 4.49 (t, J = 7.4 Hz, 1H), 2.41-2.14 (m, 5H), 
2.01 (m, 1H), 1.70 (ra, 1H), 1.00 (d, J = 6.6 Hz, 3H), 0.97 (d, J = 6.6 Hz, 3H) „ 



mm,ms 02) 

4- (2- ( (4-^^;i/-2- 1— ^>*y-f;i/) 

« 

15 7-*/) -4- 1— f 7xz;i/) 7**> 



COOH 
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TLC : Rf 0.36 (^PD$M : JU= 10:1) ; 

N M R (300 MHz, CDC1 3 ) : 6 8.21 (d, J = 7.2 Hz, 1H), 7.90 (m, 2H), 7.82 (d, J = 
7.8 Hz, 1H), 7.64 (d, J = 7.2 Hz, 1H), 7.58-7.40 (ra, 5H), 6.92 (d, J = 8.1 Hz, 1H), 
6.78 (d, J = 7.8 Hz, 1H), 6.26 (t, J = 2.1 Hz, 1H), 5.25 (s, 2H), 4.55 (t, J = 7.2 Hz, 
5 1H), 2.30 (m, 2H), 2.05-1.80 (m, 3H), 1.68 (m, 2H), 1.28 (m, 2H), 1.01 (d, J = 6.6 
Hz, 3H), 0.96 (d, J = 6.6 Hz, 3H)o 

mmms (3 3) 

4- (2- ( (2- (±7*v>- i--r;v) yuAj^ti) T^y) -4 




TLC : Rf 0.29 iffSi^)^- 1:1)'; . 

NMR (300 MHz, DMSO-d 6 ) : 6 12.05 (s, 1H), 9.54 (s, 1H), 8.33 (d, J = 8.1 Hz, 

1H), 7.95 (m, 1H), 7.84 (d, J = 8.1 Hz, 1H), 7.64 - 7.37 (m, 10H), 7.33 (id, 1H), 7.25 

15 (d, J = 8.1 Hz, 1H), 4.73 (q, J = 6.9 Hz, 1H), 2.45 (m, 2H), 2.05 (t, J = 7.2 Hz, 2H), 

1.62 (d, J = 6.9 Hz, 3H), 1.60 (m, 2H)» 

HjSfflJ8 (3 4) 

4- (2- ( (2- (*7* (fr) ^P/V>f^)>^) -4 

20 -^>\M;i/T^^;i/7xr:;i/) 7**>& 
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r^COOH 




T L C : R f 0.60 (ftlxf^) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 11.94 (br s, 1H), 9.51 (s, 1H), 9.00 (t, J = 6.9 Hz, 
1H), 8.29 (d, J = 7.2 Hz, 1H), 7.95-7.80 (m, 4H), 7.57-7.44 (m, 7H), 7.24 (s, 1H), 
7.12-7.05 (m, 2H), 4.68 (q, J = 6.9 Hz, 1H), 4.39 (d, J = 6.9 Hz, 2H), 2.42-237 (m, 
2H), 2.00 (t, J = 7.2 Hz, 2H), 1.59-1.50 (m, 5H) Q 

mmms (3 5) 

4 _ (2- ( (2- (^7*v>- l-^v) 7*d/w;v) r^y) -4 

- (^u^>-4—i';^^^^5 L ;v) 7i-ji/) 

r^COOH 




TLC : Rf 0.50 (fm^^ : ^*/-;v=9 : 1) ; 
NMR (300 MHz, DMSO-d s ) : 6 12.03 (br s, 1H), 9.54 (s, 1H), 8.52 (d, J = 6.9 Hz, 
2H), 8.31 (d, J = 7.8 Hz, 1H), 7.94 (dd, J = 7.8, 1.5 Hz, 1H), 7.83 (d, J = 7.8 Hz, 1H), 
7.61-7.47 (m, 4H), 7.43 (s, 1H), 7.25-7.22 (m, 4H), 5.22 (s, 2H), 4.71 (q, J = 7.2 Hz, 
1H), 2.46-2.44 (m, 2H), 2.03 (t, J = 7.2 Hz, 2H), 1.69-1.51 (m, 5H) 0 

&mm8 (3 6) 

4 _ ( 2 - ( (2- i-> r;W rn/v-f*) rs;) -4 
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T L C : R f 0.22 (^rtf-> : ft»x?-;i/= 1:1) ; 

NMR (300 MHz, CD 3 OD) : S 8.28 (brd, J = 8.7 Hz, 1H), 7.91 (brd, J = 8.1 Hz, 
1H), 7.82 (brd, J = 8.4 Hz, 1H), 7.65 (brd, J = 6.6 Hz, 1H), 7.60-7.47 (m, 4H), 729 
(brs, 1H), 7.22 (brt, J = 8.7 Hz, 2H), 7.09 (brs, 2H), 6.90-6.85 (m, 3H), 4.72 (q, J = 
7.2 Hz, 1H), 4.13 (t, J = 6.9 Hz, 2H), 3.02-2.97 (m, 2H), 2.33-2.28 (m, 2H), 1.96- 
1.94 (m, 2H), 1.73 (d, J = 7.2 Hz, 3H), 1 .53-1.48 (m, 2H) o 

I^g0!l8 (3 7) 

4- (2- ( (2- ro^y>r;i/) 7>$>o -4 

f^COOH 




TLC : Rf 0.35 (^y-y : IH6i^= 1 : 2) ; 
NMR (300 MHz, DMSO-d,,) : 6 12.04 (s, 1H), 9.50 (s, 1H), 8.30 (d, J = 8.7 Hz, 
1H), 8.15 (dd, J = 5.4, 1.5 Hz, 1H), 7.95 (d, J = 7.8 Hz, 1H), 7.83 (d, J = 7.8 Hz, 1H), 
7.7.-7.67 (m, 1H), 7.61-7.47 (m, 4H), 7.36 (s, 1H), 7.21-7.14 (m, 2H), 6.99-6.95 (m, 
1H), 6.83 (d, J = 8.4 Hz, 1H), 5.26 (s, 2H), 4.69 (q, J = 7.2 Hz, 1H), 2.44-2.39 (m, 
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2H), 2.02 (t, J = 7.8 Hz, 2H), 1.61-1.53 (m, 5H) 0 



mmm8 (3 8) 

4- (2- ( (2- — f;v) 7*n/w;i/) r^y) 

5 - 7i^) 7**> 



-4 



COOH 




TLC : Rf 0.50 (^t?-> : ^^^= 1 : 2) ; 
NMR (300 MHz, DMSO-d 4 ) : 6 12.02 (s, 1H), 9.43 (s, 1H), 8.28 (d, J = 7.5 Hz, 
1H), 7.95-7.92 (m, 1H), 7.82 (d, J = 8.1 Hz, 1H), 7.56-7.45 (m, 4H), 7.18-7.07 (m, 
i0 4H), 6.93 (dd, J = 7.8, 1.5 Hz, 1H), 6.67 (d, J = 8.1 Hz, 2H), 6.59 (t, J = 7.2 Hz, 1H), 
4.66 (q, J = 7.2 Hz, 1H), 4.47 (s, 2H), 2.95 (s, 3H), 2.40-2.34 (m, 2H), 2.00 (t, J = 7.5 
Hz, 2H), 1.58-1.51 (m, 5H)o 



mi8 (3 9) 

15 4- (2- ( (2- (J-7<Sns>- 1-4 M ?UKJ4)\s) -4 



COOH 




T L C : R f 0.35 {^^y : fflftx?-;^ 1:2) ; 
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NMR (300 MHz, CDC],) : 6 8.12 (m, 1H), 7.95 - 7.82 (m, 3H), 7.63 - 7.48 (ra, 

4H), 7.33 - 7.10 (m, 6H), 6.73 (d, J = 7.8 Hz, 1H), 6.52 (ra, 1H), 4.57 (q, J = 7.2 Hz, 
1H), 3.45 (s, 3H), 1.95 - 1.75 (m, 4H), 1.81 (d, J = 7.2 Hz, 3H), 1.20 (m, 2H)o 

5 mmms (40) 

3- (2- ( (4-^^)1-2-7 J J )l) TKS) -4-7 




TLC : Rf 0.71 (7nD*;i/A : ;V= 1 0 : 1) ; 

10 NMR (300 MHz, CDC1 3 ) : 6 8.16 (s, 1H), 7.51 (d, J = 2.1 Hz, 1H), 7.44-7.20 (m, 
7H), 7.12-6.93 (m, 4H), 6.70 (dd, J = 8.4, 2.7 Hz, 1H), 3.67 (t, J = 7.8 Hz, 1H), 2.65- 
2.45 (m, 4H), 2.09 (m, 1H), 1.79 (ra, 1H), 1.52 (m, 1H), 0.93 (d, J = 6.6 Hz, 3H), 
0.92 (d, J = 6.6 Hz, 3H)o 

15 mmm 8 (41) 

4- (2- ( (2- (4-7;i/^-o^-7^i/>- 1— t-qas-oi) 

r^COOH 
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TLC:Rf 0.55 (finuMA : *#;-))/=9 : 1) ; 
NMR (300 MHz, DMSO-d s ) : 6 9.57 (brs, 1H), 8.36 (d, J = 7.2 Hz, 1H), 8.09 (m, 
1H), 7.72-7.62 (m, 2H), 7.55 (dd, J = 7.8, 5.4 Hz, 1H), 7.38-7.23 (m, 4H), 7.18 (brs, 
2H), 7.09-6.89 (m, 3H), 5.01 (s, 2H), 4.66 (q, J = 6.6 Hz, 1H), 2.48-2.40 (ra, 2H), 
2.04-1.99 (m, 2H), 1.59 (d, J = 6.6 Hz, 3H), 1.58-1.53 (m, 2H) 0 

mmms (4 2) 

4- (2- ( (2-7^n;i/ro;W'f;i/) Tz.s) -4-7i;^f 

r^COOH 

» 

TLC : Rf 0.56 (^DD^M : t# S—J\'=9 : 1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 9.41 (brs, 1H), 7.41-739 (m, 3H), 7.34-7.23 (m, 
5H), 7.20-7.15 (m, 2H), 6.99-6.96 (m, 2H), 6.92 (m, 1H), 5.01 (s, 2H), 3.90 (q, J = 
7.2 Hz, IE), 2.43-238 (m, 2H), 2.04 (t, J = 7.2 Hz, 2H), 1.56-1.48 (m, 2H), 1.41 (d, J 
= 7.2 Hz, 3H)o 

l»J8 (4 3) 

3- (2- ( ( 4 2 -7xrjK>^^A) 7" ^ 7 ) -4-7 
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TL C : Rf 0.42 (^it> : »«x^= 1 : D 5 
NMR (300 MHz, CDC1 3 ) : d 8.20 (s, 1H), 7.81 (s, 1H), 7.45-7.09 (m, 9H), 
6.98-6.90 (m, 3H), 4.98 (s, 2H), 3.69 (t, J - 7.7 Hz, IK), 2.67-2.53 (m, 4H), 2.14 (m, 
1H), 1.80 (m, 1H), 1.55 (m, 1H), 0.95 (d, J = 6.6 Hz, 3H), 0.94 (d, J = 6.6 Hz, 3H)o 

Hfifefl!i8 (4 4) 

3- (2- ( (2-7i-;K^;-f-lV) 7^) -4-7x^dr^^ 




TL C : Rf 0.46 (^DD^l/A : J— JU= 10:1) ; 
NMR (300 MHz, CDCI3) : (5" 8.23 (s, 1H), 7.83 (s, 1H), 7.45-7.10 (m, 9H), 
6.99-6.90 (m, 3H), 4.99 (s, 2H), 3.60 (t, J = 7.5 Hz, 1H), 2.70-2.54 (m, 4H), 2.25 (m, 
IK), 1.87 (m, IK), 1.58-1.24 (m, 2H), 0.95 (t, J = 7.5 Hz, 3H) o 

mm,m8 (45) 

3- (2- ( {Z-7x.—fr7UHS<<fr) -4-7iy^r^f 
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TLC : Rf 0.41 (^DD^PA :^*^-;i/=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.11 (brs, 1H), 7.85 (s, 1H), 7.46-7.24 (m, 7H), 
7.22-7.10 (m, 2H), 6.98-6.90 (m, 3H), 5.00 (s, 2H), 3.81 (q, J = 6.9 Hz, 1H), 2.65- 
2.50 (m, 4H), 1.64 (d, J = 6.9 Hz, 3H) 0 

mmms (4 6) 

3- (2- ( (2-7i-;i/^;^;v) r^y) -4-7acy^i/p<5 1 ;i/ 




TLC : Rf 0.37 (*DP*;i/A : **;-ft=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.27 (brs, 1H), 7.83 (s, 1H), 7.46-7.23 (m, 7H), 
7.23-7.10 (m, 2H), 7.00-6.90 (m, 3H), 4.99 (s, 2H), 3.49 (t, J = 7.5 Hz, 1H), 2.70- 
2.54 (m, 4H), 2.40-2.22 (m, 1H), 2.00-1.82 (m, 1H), 0.97 (t, J = 7.5 Hz, 3H) 0 

fl»il8 (4 7) 

4- (2- ( (4-^;i/~2- (±7#\/>-l-4ft) ^>*S4ft) 
7^7) -4-7i;^7i-;V) 7"9>WL 
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TLC : Rf 0.43 (#uuft)VA : 10:1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 9.50 (s, 1H), 837 (d, J = 8.4 Hz, 1H), 7.93 (d, J 
= 8.1 Hz, IK), 7.80 (d, J = 8.1 Hz, 1H), 7.64-7.31 (m, 6H), 7.17-6.92 (m, 5H), 6.76 
(dd, J = 8.1, 2.4 Hz, IK), 4.68 (m, 1H), 2.46-2.32 (m, 2H), 2.08 (m, 1H), 1.96 (t, J = 
72 Hz, 2H), 1.68-1.41 (m, 4H), 1.02 (d, J = 6.3 Hz, 3H), 0.89 (d, J = 6.3 Hz, 3H)o 



mmms (4 8) 

4- (2- ( (4-^5 1 ;i'-2-7ac— ;V^>^^^^) 7* * 7 ) -4-7 



COOH 




TLC : Rf 0.43 (^DD*;i/A : >V= 10:1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 9.40 (s, 1H), 7.40-7.04 (m, 10H), 6.98-6.62 (m, 

2H), 6.74 (dd, J = 8.4, 2.7 Hz, 1H), 3.88 (m, IK), 2.42 (t, J = 7.8 Hz, 2H), 2.07 (t, J = 

12 Hz, 2H), 1.94 (m, 1H), 1.60-1.35 (m, 4H), 0.91 (d, J = 6.3 Hz, 3H), 0.87 (d, J = 

6.3Hz,3H) 0 
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■ 

mums (4 9) 

4- (2- ( (2-7i-;i/7D/V^I/) T^J) -4-7x-jV7^ 




5 T LC : Rf 0.53 (^t^ : »ftx?-;i/= 1:3) ; 

NMR (300 MHz, DMSO-d 4 ) : d 12.02 (brs, 1H), 9.34 (s, 1H), 7.42 - 7.18 (m, 6H), 
7.09 (m, 2H), 7.00 (in, 2H), 6.56 - 6.44 (m, 3H), 6.17 (t, J = 5.7 Hz, 1H), 4.16 (d, J = 
5.7 Hz, 2H), 3.87 (q, J = 6.9 Hz, 1H), 2.35 (m, 2H), 2.0 1 (t, J = 7.2 Hz, 2H), 150 (m, 
2H), 1.40 (d, J = 6.9 Hz, 3H)o 

10 

mmms (so) 

4- (2- ( (2-y^-)vyu^^^)v) T^y) -4-^>^-r;u7 ? ^ 

■ 

r^cooH 




15 T L C : R f 0.27 : ft8x^= 1:3); 

NMR (300 MHz, DMSO-d 6 ) : d 12.02 (brs, 1H), 9.36 (s, 1H), 9.01 (t, J = 6.0 Hz, 
1H), 7.90 - 7.84 (ro, 2H), 7.56 - 7.36 (m, 5H), 7.34 - 7.18 (m, 4H), 7.13 - 7.03 (m, 
2H), 4.40 (d, J = 6.0 Hz, 2H), 3.87 (q, J = 7.2 Hz, 1H), 2.36 (m, 2H), 2.01 (t, J = 7.5 
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Hz, 2H), 1.50 (m, 2H), 1.40 (d, J = 7.2 Hz, 3H)o 

mmms (5 n 

4- (2- ( (2- (4-7MUi-7*U>- 1 — <)]/) zTurtJj)]/) 




TLC : Rf 0.51 (^DD*M : **y-;V=9 : 1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 9.52 (brs, 1H), 9.01 (in, 1H), 8.34 (m, 1H), 8.08 

(ra, 1H), 7.88-7.84 (m, 2H), 7.68-7.61 (m, 2H), 7.56-7.44 (m, 4H), 7.28 (dd, J » 10.8, 

7.8 Hz, 1H), 7.21 (brs, 1H), 7.13-7.06 (m, 2H), 4.63 (q, J = 6.9 Hz, 1H), 4.39 (d, J = 

5.7 Hz, 2H), 2.43-2.38 (m, 2H), 2.04-1.93 (m, 2H), 1.57 (d, J = 6.9 Hz, 3H), 1.53- 

1.49(m,2H) 0 

* 

(5 2) 

4- (2- ( (2- (^7*^>- i-^;iO T'p^y-f;]/) zsy) -4 

r^COOH 

TLC : Rf 0.31 (^=H>-> : BRx^= 1 : 3) ; 
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NMR (300 MHz, DMSO-d fi ) : $ 12.03 (s, 1H), 9.45 (s, 1H), 8.31 (d, J = 8.1 Hz, 
1H), 8.11 (t, J = 6.3 Hz, 1H), 7.95 (m, 1H), 7.84 (d, J = 8.1 Hz, 1H), 7.80 - 7.74 (m, 
2H), 7.63 - 7.47 (m, 7H), 7.20 (d, J = 1.5 Hz, 1H), 7.05 (d, J = 7.8 Hz, 1H), 6.95 (dd, 
J = 7.8, 1.5 Hz, 1H), 4.69 (q, J = 6.9 Hz, 1H), 3.89 (d, J = 6.3 Hz, 2H), 2.37 (m, 2H), 
1.99 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.52 (m, 2H) 0 

mmm8 (5 3) 

4- (2- ( (2- {.±7*V>- rurtSJJl) -4 




TLC:Rf 0.21 (ffiM^T-jV) ; 

NMR (300 MHz, DMSO-dJ : 6 12.06 (s, 1H), 9.62 (s, 1H), 8.99 (t, J = 6.0 Hz, 
1H), 8.32 (d, J = 8.1 Hz, 1H), 7.95 (m, 1H), 7.84 (d, J = 8.1 Hz, 1H), 7.79 (d, J = 1.8 
Hz, 1H), 7.67 (dd, J = 7.8, 1.8 Hz, 1H), 7.63 - 7.47 (m, 4 H), 7.35 - 7.18 (m, 6H), 
4.71 (q, J = 6.9 Hz, 1H), 4.44 (d, J = 6.0 Hz, 2H), 2.46 (m, 2H), 2.02 (t, J = 7 5 Hz, 
2H), 1.61 (d, J = 6.9 Hz, 3H), 1.57 (m, 2H)o 

H36fl]8 (5 4) 

4- (2- ( (2- 7*n/v-r;u) tks) -4 
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TLC : Rf 0.32 (»Rx^) ; 

NME (300 MHz, DMSO-d 6 ) : 6 12.07 (s, 1H), 10.19 (s, 1H), 9.66 (s, 1H), 8.33 
(d, J = 8.1 Hz, 1H), 7.96 (d, J = 8.1 Hz, 1H), 7.88 - 7.82 (m, 2H), 7.77 - 7.70 (m, 3H), 
7.64 - 7.48 (m, 4H), 7.37 - 7.28 (m, 3H), 7.08 (m, 1H), 4.73 (q, J = 6.9 Hz, 1H), 2.50 
(m, 2H), 2.04 (t, J = 7.5 Hz, 2H), 1.62 (d, J = 6.9 Hz, 3H), 1.59 (m, 2H) o 

mmm s (55) 

4- (2- ( (2- (^7^i/>- 1— f;v) rn/V'f;!/) 7V) -4 




TLC : Rf 0.29 ('v*M*-> : WW.^f-)^= 1:2); 

NMR (300 MHz, DMSO-d 4 ) : 6 12.04 (s, 1H), 9.49 (s, 1H), 8.31 (d, J = 8.1 Hz, 
1H), 7.95 (m, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.62 - 7.46 (m, 4H), 7.38 - 7.24 (ra, 6H), 
7.17 - 7.06 (m, 2H), 4.69 (q, J = 6.9 Hz, 1H), 4.49 (s, 2H), 4.45 (s, 2H), 2.43 (m, 2H), 
2.02 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 2H) 0 

* ■ « 

9&ms (5 6) 

4- (2- ( (2- (±7^i/>- 1 -< r;v) 7*D7v^;i/) r^y) -4 
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COOH 




TLC : Rf 0.67 (^DD*;UA : ;i/=4 : 1) ; 

N M R (300 MHz, DMSO-d 6 ) : 6 9.54 (s, 1H), 8.32 (d, J = 8.1 Hz, 1H), 7.95 (m, 
1H), 7.84 (d, J = 8.1 Hz, 1H), 7.62 - 7.46 (m, 4H), 7.42 - 7.28 (m, 6H), 7.16 (m, 2H), 
4.72 (q, J = 6.9 Hz, 1H), 3.87 (bs, 2H), 3.82 (bs, 2H), 2.43 (m, 2H), 2.03 (t, J = 7.5 
Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 2H) 0 



8 (5 7) 

4- (2- ( (2- (4-7;^d±7.^i^>-1— 7*n;iy-f;i/) 



COOH 




TLC : Rf 0.26 (^DD^I/A : ;i/= 9 : 1) ; 

NMR (300 MHz, DMSO-d 4 ) : 6 9.51 (brs, 1H), 8.35 (m, 1H), 8.09 (m, 1H), 
7.69-7.61 (m, 2H), 7.54 (dd, J = 7.8, 6.0 Hz, 1H), 7.34-7.27 (m, 2H), 7.10 (s, 2H), 
7.00 (dd, J = 8.4, 7.5 Hz, 2H), 6.52-6.44 (ra, 3H), 6.17 (t, J = 7.2 Hz, 1H), 4.64 (q, J 

■ 

= 7.2 Hz, 1H), 4.16 (d, J = 6.0 Hz, 2H), 2.43-2.35 (m, 2H), 2.01-1.96 (m, 2H), 158 
(d, J = 7.2 Hz, 3H), 1.55-1.50 (m, 2H) 0 
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»J8 (5 8) 

4- (2- ( (2- (i-79l/>- 7*;) -4 



COOH 




TLC : Rf 0.17 (?UU*JVA : — ;i/= 9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : d 8.14 (d, J = 7.5 Hz, 1H), 8.05 (brs, 1H), 7.92 (m, 1H), 

7.86 (d, J = 7.8 Hz, 1H), 7.66-7.50 (m, 6H), 7.25 (brs, 1H), 7.06-6.97 (m, 4H),5.04 (s, 

2H), 4.59 (q, J = 6.9 Hz, 1H),1.97-1.89 (m, 4H), 1.83 (d, J = 6.9 Hz, 3H),1.30-1.21 

(m,2H) 0 



§gfifeff]8 (5 9) 

4- (2- ( (2- (^>^t7i>-3-f;v) 7*n/v-f;i0 :t*^) 

-4-7x-Jl/7^^^l/7i-;i/) 




TLC : Rf 0.51 (^DD*;UA : JV=9 : 1) ; 

NMR (300 MHz, DMSO-d s ) : 6 9.51 (s, 1H), 8.01-7.96 (m, 2H), 7.58 (s, 1H), 

7.43-7.34 (m, 2H), 7.30 (s, 1H), 7.11 (s, 2H), 7.02 (t, J = 7.8 Hz, 2H), 6.57-6.49 (m, 
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3H), 4.29 (q, J = 6.9 Hz, 1H), 4.17 (s, 2H), 2.40 (dd, J = 9.3, 6.6 Hz, 2H), 2.04-1.99 
(m, 2H), 1.58 (d, J = 6.9 Hz, 3H), 1.57-1.50 (m, 2H) 0 

mmms (6 0) 

2- (2- ( (2-7i-;v/d/v^;i/) r^y) -4-7i;^f- 




TLC : Rf 0.33 : B®xf-;i/= 1:2) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 12.97 (s, 1H), 9.49 (s, 1H), 7.81 (dd, J = 7.8, 1.5 
Hz, 1H), 7.53 (d, J = 1.5 Hz, 1H), 739 - 7.10 (m, 10H), 7.00 - 6.88 (m, 5H), 5.00 (s, 
2H), 4.24 (s, 2H), 3.84 (q, J = 6.9 Hz, 1H), 1.33 (d, J = 6.9 Hz, 3H)„ 

fgflBffl 8(61) 

2- (2- ( (2- (^-7^l/>- l--f;i/) 7U)\J4)V) TXJ) -4 
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T L C : R f 0.33 : WfU^^- 1:2) ; 

N M R (300 MHz, DMSO-d,) : 6 12.95 (s, 1H), 9.62 (s, 1H), 8.20 (m, 1H), 7.91 
(m, 1H), 7.82 - 7.76 (ra, 2H), 7.55 - 7.23 (m, 9H), 7.13 (dd, J = 8.1, 1.5 Hz, 1H), 7.00 
- 6.87 (m, 5H), 5.01 (s, 2H), 4.64 (q, J = 6.9 Hz, 1H), 4.28 (d, J = 16.5 Hz, 1H), 4.22 
5 (d, J = 16.5 Hz, 1H), 1.47(d,J=6.9Hz,3H) 0 

mMM8 (6 2) 

4- (2- ( (2- C*-7*i/>-l— r/iO rnyw;!/) 7^7) -4 

-x.\>**/iifrtf=.;]/7$ J *?-)V7 ±—fr) 7#>m. 

H 



TLC : Rf 0.56 (^DO^A : ;**7 — 9 : 1) ; 
NMR (300MHz, DMSO-d 6 ) : 6 9.59 (bis, 1H), 832 (d, J = 8.4 Hz, 1H), 7.94 (d, 
J = 8.4 Hz, 1H), 7.83 (d, J = 7.5 Hz, 1H), 7.62-7.47 (m, 5H), 7.18 (brs, 1H), 7.09 (d, 
J = 7.5 Hz, 1H), 6.98 (d, J = 7.5 Hz, 1H), 4.71 (q, J = 6.9 Hz, 1H), 4.07 (d, J = 6.0 Hz, 
15 2H), 3.96 (q, J = 7.2 Hz, 2H), 2.42-237 (m, 2H), 2.02-1.97 (m, 2H), 159 (d, J = 7.2 
Hz, 3H), 1.61-1.51 (m, 2H), 1.13 (t, J = 7.2 Hz, 3H)o 

mm s (6 3) 

4- (2- ( (2- (^-7^b>- 1— f ;i/) 7*n^7-f;i/) 75.7) -4 
20 - (77>-2-' f;i/*;i/^;vT^^^^;i/) 7*>^ 
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r^cooH 




TLC : Rf 0.39 (^DD*M : ^*^-;V=9 : 1) ; 

N M R (300 MHz, DMSO-d,) : 6 9.50 (s, 1H), 8.88 (t, J = 6.0 Hz, 1H), 8.29 (d, J 
= 8.1 Hz, 1H), 7.92 (m, 1H), 7.85-7.81 (m, 2H), 7.57-7.45 (m, 4H), 7.20 (brs, 1H), 
7.11-7.09 (m, 2H), 7.03 (dd, J = 7.8, 1.5 Hz, 1H), 6.61 (dd, J = 3.3, 1.5 Hz, IK), 4.67 
(q, J * 7.2 Hz, 1H), 4.32 (d, J = 6.0 Hz, 2H), 2.38 (dd, J m 8.7, 7.2 Hz, 2H), 1.99 (t, J 
= 7.5 Hz, 2H), 1.58 (d, J = 7.2 Hz, 3H), 1.58-1 JO (m, 2H) 0 

IWJ8 (6 4) 

4- (2- ( (2- {•f-yzvi'-l-' ov) 7un;<i)\,) tks) -4 




TLC : Rf 0.43 (^nn*;i/A : **y-;i/=9 : 1) ; 
N M R (300 MHz, DMSO-d s ) : 6 9.49 (s, 1H), 9.11 (t, J = 6.0 Hz, 1H), 8.29 (d, J 
= 7.8 Hz, 1H), 7.93 (m, 1H), 7.81 (d, J = 8.1 Hz, 1H), 7.72 (d, J = 7.5 Hz, 1H), 7.66 
(dd, J = 9.9, 1.5 Hz, 1H), 7.57-7.42 (m, 5H), 739 (m, 1H), 7.23 (brs, 1H), 7.11 (d, J 
= 7.8 Hz, 1H), 7.07 (d, J = 7.8 Hz, 1H), 4.67 (q, J = 72 Hz, 1H), 4.40 (d, J = 5.7 Hz, 
2H), 2.40 (dd, J = 8.7, 7.2 Hz, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.58 (d, J = 7.2 Hz, 3H), 
1.57-1.49 (no, 2H) 0 
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mmms (6 5) 

3- (2-7 x - - ;i/7- 5.; -4-7^; f-;i/7 xnyi/) y 




TLC : Rf 0.42 (^DD^M : ,**7-;i/= 10:1) ; 

NMR (300 MHz, CD 3 OD) : 6 7.66-7.63 (m, 2H), 7.56-7.53 (m, 2H), 7.46-7.40 
(m, 2H), 7.27-7.19 (m, 4H), 7.11 (s, 1H), 6.94-6.87 (m, 3H), 4.94 (s, 2H), 2.70 (t, J = 
7.8 Hz, 2H), 2.41 (t, J = 7.8 Hz, 2H)» 

H2SffJ8 (6 6) 

3- (2- (N-^y^l/X^-^-N-^^T^^) -4-7i;ir 




o 



TLC : Rf 0.49 (7DD*;i/A : ^*7—;i/= 1 0 : 1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 7.40-7.18 (m, 10H), 7.02^6.90 (m, 3H), 5.02 (s, 

2H), 4.80-4.40 (m, 2H), 3.15 (s, 3H), 3.00-2.60 (m, 2H), 2.52 (t, J = 8.7 Hz, 2H)„ 

mmms (6 7) . 

502 



WO 03/016254 



PCT/JP02/08120 



(2E) - 3- (2- (N-^>^;ux;^-;v-N-/f-;v7^y) -4 



COOH 




TLC : Rf 0.49 (7DD^1/A : *9J—)\*= 10:1) ; 
5 N M R (300 MHz, DMSO-d 4 ) : 6 7.91 (d, J = 8.1 Hz, 1H), 7.83 (d, J = 16.0 Hz, 
1H), 7.50-7.20 (m, 9H), 7.01 (d, J = 8.1 Hz, 2H), 6.94 (i, J = 7.4 Hz, 1H), 6.53 (d, J = 
16.0 Hz, 1H), 5.09 (s, 2H), 4.59 (brs, 2H), 3.16 (s, 3H)» 



flfflSff!l8 (6 8) 

10 4- (2- ( (2- (±!7*l/>- 1 — T^) 7*P^V^;i/) 7^y) -4 

- (3-^ h^^>\/>r;i/T^y^^) 7x-;v) ^> 



COOH 




• TLC :Rf 0.44 (^DD^A:^^y-;V=9 : 1) ; 

NMR (300 MHz, DMSO-dJ : 6 9.50 (brs, 1H), 9.00 (t, J = 6.0 Hz, 1H), 8.29 (d, 
15 J = 8.1 Hz, 1H), 7.93 (m, 1H), 7.81 (d, J = 8.1 Hz, 1H), 7.58-7.34 (m, 7H), 7.23 (brs, 
1H), 7.12-7.05 (m, 3H), 4.67 (q, J = 7.2 Hz, 1H), 4.39 (d, J = 6.3 Hz, 2H), 3.79 (s, 
3H), 2.39 (dd, J = 9.6, 6.0 Hz, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.58 (d, J = 7.2 Hz, 3H), 
1.57-1.50 (m, 2H) 0 
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mms (6 9) 

4- (2- ( (2- (±y^\y>-l-^iJV) TKJ) -4 



COOH 




TLC : Rf 0.40 (^DD^M : **^-;i/=9 : 1) ; 

NMR (300 MHz, DMSO-dJ : 6 9.51 (s, 1H), 8.53 (t, J = 6.0 Hz, 1H), 8.31 (d, J 
= 8.1 Hz, 1H), 7.94 (d, J = 7.5 Hz, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.61-7.47 (ra, 4H), 
7.16 (m, 1H), 7.10 (d, J = 7.5 Hz, 1H), 6.99 (d, J = 7.5 Hz, 1H), 4.69 (q, J = 6.9 Hz, 
1H), 4.19 (d, J = 5.7 Hz, 2H), 239 (dd, J = 9.3, 6.0 Hz, 2H), 2^00 (t, J = 7.5 Hz, 2H), 
1 59 (d, J = 6.9 Hz, 3H), 1.60-1.51 (m, 3H), 0.70-0.60 (m, 4H) 0 



(70) 



4- (2- ( (2- (^7*l/>- 1— f;i/) /D/V-f^) 7^,/) -4 



COOH 




TLC : R f 0.42 (£ n n^;i/A : J — ;i/= 9:1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 9.50 (brs, 1H), 9.01 (t, J = 6.0 Hz, 1H), 8.29 (d, 
J = 6.0 Hz, 1H), 7.94 (m, 1H), 7.82 (d, J = 7.8 Hz, 1H), 7.78-7.75 (m, 2H), 7.57-7.44 
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(ra, 4H), 7.22 (brs, 1H), 7.16-7.07 (ra, 2H), 7.05 (dd, J = 7.8, 1.5 Hz, 1H), 4.67 (q, J 
= 6.9 Hz, 1H), 4.36 (d, J = 6.0 Hz, 2H), 2.39 (dd, J = 8.7, 6.6 Hz, 2H), 2.00 (t, J = 7.5 
Hz, 2H), 1.58 (d, J = 7.2 Hz, 3H), 1.56-1.49 (ra, 2H) 0 

5 mmms a p 

4- (2- ( (2- a-7#v>- 7*P/V-Y;i/) T^J) -4 




T L C : R f 0.22 (WfSL^JV) ; 
10 N MR (300MHz, DMSO-d 6 ) : d" 12.06 (br, 1H), 9.47 (s,lH), 8.95 (t, J = 6.0 Hz, 
1H), 8.29 (m, 1H), 7.93 (m, 1H), 7.82 (d, J = 7.8 Hz, 1H), 7.70 - 7.63 (m, 2H), 7.59 - 
7.43 (m, 4H), 7.36 - 7.32 (m, 2H), 7.22 (bs, 1H), 7.11 (d, J = 8.1 Hz, 1H), 7.06 (dd, J 
= 8.1, 1.5 Hz, 1H), 4.67 (q, J = 6.9 Hz, 1H), 4.38 (d, J = 6.0 Hz, 2H), 2.39 (m, 2H), 
2.35 (s, 3H), 2.01 (t, J = 7.2 Hz, 2H), 1.58 (d, J = 6.9 Hz, 3H), 1.54 (m, 2H) Q 

15 

mmms (7 2) 

4- (2- ( (2- {±7#Vy- 1— yurtjot)],) TKS) -4 
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T L C : R f 0.29 (SSif;!/) ; 

NMR (300 MHz, DMSO-dJ : 6 12.03 (br, 1H), 9.47 (s, 1H), 9.14 (t, J = 6.0 Hz, 
1H), 8.29 (m, 1H), 7.96 - 7.79 (ra, 4H), 7.64 - 7.43 (m, 6H), 7.22 (bs, 1H), 7.12 (d, J 
= 8.1 Hz, 1H), 7.06 (dd, J = 8.1, 1.5 Hz, 1H), 4.67 (q, J = 6.9 Hz, 1H), 4.39 (d, J = 
6.0 Hz, 2H), 2.39 (m, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.58 (d, J = 6.9 Hz, 3H), 1.54 (m, 
2H) 0 

&MM8 (7 3) 

4- (2- ( (2- i-jji) zru?\;<i))s) t%;) -4 




TLC : Rf 0.46 (£no*;W* : ;U=9 : 1) ; 

NMR (300 MHz, DMSO-d,) : 6 9.49 (s, 1H), 9.22 (m, 1H), 8.30-8.28 (m, 2H), 

8.17 (d, J = 7.8 Hz, 1H), 7.99 (d, J = 7.5 Hz, 1H), 7.93 (d, J = 8.1 Hz, 1H), 7.82 (d, J 

- 8.1 Hz, 1H), 7.70 (t, J = 7.5 Hz, 1H), 7.58-7.44 (m, 4H), 7.24 (s, 1H), 7.12 (d, J = 

7.8 Hz, 1H), 7.08 (d, J = 7.8 Hz, IK), 4.67 (q, J = 6.9 Hz, IK), 4.41 (d, J = 5.7 Hz, 

2H), 2.43-2.37 (m, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.58 (d, J = 6.9 Hz, 3H), 1.58-1.49 

(m,2H) 0 

H»J8 (7 4) 



4- (2- ( (2- (^-7^i/y- 7*n/V^;i/) r^^) -4 
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TLC : Rf 0.51 (^dd^M : *#;-}\,= 9 : 1) ; 
NM R (300 MHz, DMSO-dJ : 6 9.49 (s, 1H), 9.03 (t, J = 6.0 Hz, 1H), 8.29 (d, J 
= 7.8 Hz, 1H), 7.98-7.90 (m, 3H), 7.82 (d, J = 8.1 Hz, 1H), 7.57-7.44 (m, 4H), 7.30 
(dd, J = 9.3, 7.8 Hz, 2H), 7.22 (s, 1H), 7.11 (d, J = 8.1 Hz, 1H), 7.06 (d, J = 8.1 Hz, 
1H), 4.71 (q, J = 6.9 Hz, 1H), 439 (d, J = 6.3 Hz, 2H), 2.42-2.37 (m, 2H), 2.01 (t, J = 
7.5 Hz, 2H), 1.58 (d, J = 6.9 Hz, 3H), 157-1.50 (m, 2H)» 

HjSflJ8 (7 5) 

4- (2- ( (2- (^-7^ U>- 7*DyV-f;i/) T'^y ) -4 




TLC : Rf 0.53 (^no*M : ^*y-;u=9 : l) ; 

NMR (300 MHz, DMSO-d 4 ) : 6 9.51 (s, 1H), 8.83 (m, 1H), 8.31 (d, J = 8.1 Hz, 
1H), 7.94 (dd, J = 7.8, 1.5 Hz, 1H), 7.83 (d, J = 7.8 Hz, 1H), 7.64-7.45 (m, 6H), 7.31- 
7.24 (m, 3H), 7.13 (d, J = 7.8 Hz, 1H), 7.08 (dd, J = 7.8, 1.2 Hz, 1H), 4.69 (q, J = 6.9 
Hz, 1H), 4.38 (d, J = 6.0 Hz, 2H), 2.43-2.38 (m, 2H), 2.02 (t, J = 7 J Hz, 2H), 1.59 (d, 
J = 6.9 Hz, 3H), 1.57-1.51 (m, 2H) 0 
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mm 8 (7 6) 

4- (2- ( (2- (±7*U>-l->f;i/) 7n/V^;i/) -4 
- (3 d d - 4 - 7;i/t n^>^;^f ;t/7 ^ 7i^) 



COOH 




TLC : Rf 0.60 (^DD*M : ;**y-;i/=9 : 1) ; 

NMR (300 MHz, DMSO-cQ :6 s 9.49 (s, 1H), 9.14 (t, J = 6.0 Hz, 1H), 8.29 (d, J 

= 8.4 Hz, 1H), 8.08 (dd, J = 7.2, 2.1 Hz, 1H), 7.93 (d, J = 9.0 Hz, 1H), 7.90 (m, 1H), 

7.82 (d, J = 7.8 Hz, 1H), 7.58-7.45 (m, 5H), 7.23 (brs, 1H), 7.11 (d, J = 7.8 Hz, 1H), 

7.06 (d, J = 8.4 Hz, 1H), 4.67 (q, J = 6.9 Hz, 1H), 4.39 (d, J = 8.7 Hz, 2H), 2.40 (dd, J 

= 9.0, 6.0 Hz, 2H), 2.01 (t, J = 73 Hz, 2H), 1.58 (d, J = 6.9 Hz, 3H), 1.57-1-52 (m, 

2H) 0 



aSW8 (7 7) 

4- (2- ( (2- (2-^DD7x-;i/) 7"d;V^;1/) 7^^) -4- 
7iy^^f;V7in;i/) ^> 



COOH 




TLC : Rf 0.40 : : 1:1: 0.01) ; 
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NMR (300 MHz, DMSO-d 8 ) : 6" 12.50 (bs, 1H), 9.50 (s, 1H), 7.50 (dd, J = 7.8, 2.1 
Hz, 1H), 7.44 (dd, J = 7.8, 2.1 Hz, 1H), 7.40 - 7.23 (m, 5H), 7.21 (m, 2H), 7.01 - 6.89 
(ra, 3H), 5.02 (s, 2H), 4.26 (q, J = 7.2 Hz, III), 2.50 (m, 2H), 2.14 (t, J = 7.2 Hz, 2H), 
1.64 (m, 2H), 1.48 (d, J = 7.2 Hz, 3H) 0 



M8 (78) 

4- (2- ( (2- (3-^DD7x-Jl/) yaJ^J^)V) TKS) -4- 



r^COOH 




10 T L C : Rf 0.44 (^^r1^> : ffl®.*-?-))/ : ffl&= 1:1: 0.01) ; 

NMR (300 MHz, DMSO-d 5 ) : 6 12.05 (bs, 1H), 9.48 (s, 1H), 7.45 (s, 1H), 7.38 
- 7.16 (m, 8H), 7.00 - 6.88 (m, 3H), 5.02 (s, 2H), 3.92 (q, J = 7.2 Hz, 1H), 2.42 (m, 
2H), 2.07 (t, J = 7.2 Hz, 2H), 1.54 (m, 2H), 1.42 (d, J = 7.2 Hz, 3H)» 



15 mffiMS (7 9) 

4- (2- ( (2- (4-^DD7x-;i/) 7"n7V^;i/) -4- 



COOH 




CI 
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TLC : Rf 0.46 (^t*-> : fl&x^l/ : II® = 1:1: 0.01) ; 

NMR (300 MHz, DMSO-d 4 ) : 6 12.06 (bs, 1H), 9.46 (s, 1H), 7.44 - 735 (m, 5H), 

731 - 7.15 (m, 4H), 7.00 - 6.88 (ra, 3H), 5.01 (s, 2H), 3.91 (q, J = 6.9 Hz, 1H), 2.42 
(m, 2H), 2.07 (t, J = 6.9 Hz, 2H), 1.55 (a, 2H), 1.41 (d, J = 6.9 Hz, 3H) „ 

jg|8 (8 0) 

4- (2- ( (2- (4-7;i/tn7i^) rEuv-oi/) T^y) -4 

i^^COOH 




10 TLC: R f 0.44 (^^> : ftix^ : ftK= 1:1: 0.01) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 12.05 (bs, 1H), 9.43 (s, 1H), 7.46 - 7.36 (m, 3H), 
7.31 - 7.23 (m, 2H), 7.22 - 7.10 (m, 4H), 7.00 - 6.88 (m, 3H), 5.01 (s, 2H), 3.91 (q, J 
= 6.9 Hz, 1H), 2.42 (m, 2H), 2.06 (t, J = 15 Hz, 2H), 13 3 (m, 2H), 1.40 (d, J = 6.9 
Hz,3H) 0 

15 

fgflS0»J8 (8 1) 

4- (2- ( (2 - (4-^ h*->7*-M 7*D/t7>r;V) -4 
-7 *^)\,y 79 ym. 
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TL C : Rf 0.40 : Sii^ : 1:1: 0.01) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 12.05 (Jos, 1H), 9.33 (s, 1H), 7.38 (s, 1H), 7.34 
- 7.23 (m, 4H), 7.17 (m, 2H), 7.00 - 6.85 (m, 5H), 5.01 (s, 2H), 3.83 (q, J = 6.9 Hz, 
1H), 3.72 (s, 3H), 2.41 (m, 2H), 2.05 (t, J = 7.5 Hz, 2H), 1.5 3 (m, 2H), 1.38 (d, J = 
6.9Hz,3H) 0 

♦ 

jfefif5ff!l8 (8 2) 

4- (2- ( (2- (i-7*ls>- 1— 7"D^V^;i/) ^^y) -4 




TL C : Rf 0.44 (^DD^M : *?;-Jl>=9 : 1) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 9.50 (s, 1H), 8,98 (t, J = 5.7 Hz, 1H), 8.29 (d, J 
= 7.8 Hz, 1H), 7.93 (d, J = 7.2 Hz, 1H), 7.81 (d, J = 7.8 Hz, 1H), 7.57-7.36 (m, 7H), 
7.23 (s, IK), 7.12-7.04 (m, 3H), 4.67 (q, J = 6.0 Hz, 1H), 4.38 (d, J = 5.7 Hz, 2H), 
4.05 (q, J = 6.9 Hz, 2H), 2.40 (dd, J = 8.7, 7.2 Hz, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.58 
(d, J = 6.9 Hz, 3H), 1.57-1.50 (m, 2H), 1.33 (t, J - 6.9 Hz, 3H) 0 

H»J8 (8 3) 

4- (2- ( (2- (j-7#U>- l-j)V) T'UrtJ'UV) ?\J) -4 
- (3, 5 -VP J\s*w<>V y 7i^) 
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TLC : Rf 0.56 (^DO^M : ;i/= 9 : 1) ; 

NMR. (300 MHz, DMSO-d 6 ) : 6 9.50 (s, 1H), 9.18 (t, J = 6.0 Hz, 1H), 8.29 (d, J 
= 8.1 Hz, 1H), 7.93 (d, J = 7.2 Hz, 1H), 7.82 (d, J = 7.8 Hz, 1H), 7.60-7.44 (m, 7H), 
7.23 (brs, 1H), 7.11 (d, J = 8.1 Hz, 1H), 7.07 (d, J = 8.1 Hz, 1H), 4.67 (q, J = 6.9 Hz, 
1H), 4.39 (d, J = 5.7 Hz, 2H), 2.40 (dd, J = 9.0, 6.3 Hz, 2H), 2.01 (t, J = 7.2 Hz, 2H), 
1.58 (d, J = 6.9 Hz, 3H), 1.57-1.50 (m, 2H) 0 

m&M8 (8 4) 

4- (2- ( (2- (^-7^l/>- 1— Ol/) 7*D;V-r;i/) -4 

t 

r^COOH 

TLC:Rf 0.62 (^DD^M:^^y-;V=9 : 1) ; 

NMR (300 MHz, DMSO-d 6 ) : <5 9.54 (s, 1H), 8.33 (d, J = 8.7 Hz, 1H), 7.94 (d, J 

= 6.9 Hz, 1H), 7.83 (d, J = 7.8 Hz, 1H), 7.61-7.47 (m, 4H), 7.38 (s, 1H), 7.29 (m, 1H), 

7.19 (s, 2H), 6.90-6.80 (m, 2H), 6.75 (m, 1H), 5.03 (s, 2H), 4.70 (q, J = 6.9 Hz, 1H), 

2.44 (dd, J = 9.0, 5.1 Hz, 2H), 2.03 (t, J = IS Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.59- 

L52(m,2H)o 
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mmm8 (8 5) 

4- (2- ( (2- (4-^Jl/7i^) 7WV4)V) TKS) -4- 

t 




T L C : R f 0.24 : ftgSx.5=-;i/= 1:2); 

NMR (300 MHz, DMSO-d 4 ) : <? 12.04 (s, 1H), 9.34 (s, 1H), 7.37 (bs, 1H), 7.32 

- 7.08 (m, 8H), 7.00 - 6.88 (m, 3H), 5.01 (s, 2H), 3.84 (q, J = 6.9 Hz, 1H), 2.39 (m, 
2H), 2.26 (s, 3H), 2.02 (t, J = 7.5 Hz, 2H), 1.51 (m, 2H), 1.3 8 (d, J = 6.9 Hz, 3H)o 

^BM8 (8 6) 

4- (2- ( (2- (±7*i/>- 1— r;u) rD7V-f;v) t^/) -4 




T L C : R f 0.34 (f»n^;i/) ; 

NMR (300 MHz, DMSO-dj) : 6 12.04 (br, 1H), 9.55 (s, 1H), 8.31 (d, J = 8.1 Hz, 
1H), 7.94 (no, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.62 - 7.46 (m, 4H), 7.41 - 735 (m, 3H), 
7.22 - 7.14 (m, 3H), 5.10 (s, 2H), 4.70 (q, J = 6.9 Hz, 1H), 3.78 (s, 3H), 2.44 (m, 2H), 
2.03 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.57 (m, 2H)o 
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mmms (8 7) 

4- (2- ( (2- (±7*l/>-l — "7u)\)4ti) -4 
- (3-y-k^;i/7x^^>;Wl/) 7xn;i/) 7# 

T L C : R f 0.40 (WRx^lO ; 

NMR (300 MHz, DMSO-dj) : 6 12.04 (s, 1H), 9.52 (s, 1H), 8.31 (d, J = 8.1 Hz, 
1H), 7.94 (in, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.62 - 7.39 (m, 8H), 7.28 - 7.16 (m, 3H), 
5.10 (s, 2H), 4.70 (q, J = 6.9 Hz, 1H), 2.55 (s, 3H), 2.44 (m, 2H), 2.03 (t, J = 7.2 Hz, 
2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 2H)o 

mm 8 (8 8) 

4- (2- ( (2- (^7*l/>- 1— f;U) 7"D/t>>>f;i/) -4 




T L C : R f 0.26 ('v*1J-> : SRif^= 1:2); 
NMR (300 MHz, DMSO-d 6 ) : 6 12.04 (s, 1H), 9.51 (s, 1H), 8.31 (d, J = 8.1 Hz, 
1H), 7.95 (m, 1H), 7.83 (d, J = 8.1 Hz, IK), 7.62 - 7.47 (m, 4H), 7.37 (s, 1H), 7.18 
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(ra, 2H), 6.65 - 6.59 (m, 3H), 4.96 (s, 2H), 4.69 (q, J = 6.9 H z, 1H), 2.77 (m, 1H), 
2.43 (m, 2H), 2.22 (s, 3H), 2.03 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 
2H), 1.14(d,J = 6.9Hz,6H) 0 



mM8 (8 9) 

4- (2- ( (2- (^7^l/>- 1— 7unjJ)X>) 7%;) -4 

- (2, 4, 6- h ij7MD7x;^^;v) 



COOH 




T L C : Rf 0.28 : fm^)^= 1:2); 

i 

NMR (300 MHz, DMSO-d 6 ) : 6 12.12 (br, 1H), 9.70 (bs, 1H), 8.33 (d, J = 8.1 Hz, 
1H), 7.94 (m, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.62 - 7.40 (m, 5H), 7.28 - 7.10 (m, 4H), 
5.01 (s, 2H), 4.74 (q, J = 6.9 Hz, 1H), 2.45 (m, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.60 (d, 
J = 6.9 Hz, 3H), 1.56 (m, 2H)o 



ft»J8 (9 0) 

4- (2- ( (2- (±7*u>- i-^r;i/) m^y-ivi/) T*y) -4 



COOH 
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T L C : R f 0.24 : ^x5=-;i/= 1:2) ; 

NMR (300 MHz, DMSO-d s ) : 6 12.05 (bs, 1H), 9.52 (s, 1H), 8.31 (d, J = 8.1 Hz, 

1H), 7.94 (m, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.62 (d, J = 8.4 Hz, 2H), 7.60 - 7.46 (m, 

4H), 7.39 (s, 1H), 7.20 (m, 2H), 7.12 (d, J = 8.4 Hz, 2H), 5.09 (s, 2H), 4.70 (q, J = 

6.9 Hz, 1H), 2.44 (m, 2H), 2.03 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 

2H) 0 



4- (2- ( (2- (±7*V>- l-Jfr) 7*P;Vl» -4 



COOH 




TLC : Rf 0.54 (^DD^M : ;u=9 : 1) ; 

NMR (300 MHz, DMSO-d 6 ) : d 9.54 (s, 1H), 8.31 (d, J = 8.1 Hz, 1H), 7.94 (dd, 
J = 7.8, 13 Hz, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.61-7.47 (m, 4H), 7.45-7.40 (m, 2H), 
7.37 (s, 1H), 7.17 (d, J = 0.9 Hz, 2H), 6.96-6.93 (m, 2H), 5.01 (s, 2H), 4.70 (q, J = 
6.9 Hz, 1H), 2.44 (dd, J = 8.7, 6.0 Hz, 2H), 2.02 (t, J = 7.5 Hz, 2H), 1.59 (d, J = 6.9 
Hz, 3H), 1.58-132 (m, 2H) 0 



fl»J8 (9 2) 

4- (2- ( (2- (^-7^i/>- 1— r;i/) t*d;w;i/) r^y) -4 
- (3-* h^>7xy*^^;i>) 7xr;i/) 
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r^cooH 




TLC : Rf 0.60 (i'DD^M : *#;—}l=9 : 1) ; 

NMR (300 MHz, DMSO-d 4 ) : 6 9.54 (s, IK), 8.31 (d, J = 8.4 Hz, 1H), 7.94 (d, J 

= 7.2 Hz, IK), 7.83 (d, J = 7.8 Hz, 1H), 7.60-7.47 (ra, 4H), 7.37 (s, 1H), 7.18-7.13 

(m, 3H), 6.56-6.48 (ra, 3H), 4.99 (s, 2H), 4.70 (q, J = 6.9 Hz, 1H), 3.70 (s, 3H), 2.43 

(dd, J = 8.7, 5.7 Hz, 2H), 2.02 (t, J = 7.5 Hz, 2K), 1.60 (d, J = 6.9 Hz, 3H), 1.59-1.51 

(m,2H) 0 

fgflfe0i]8 (93) 

4- (2- ( (2- 1— rn^v^^) 7^7) -4 

r^cooH 




TLC : Rf 0.59 (^DDWA : ;i/= 9 : 1) ; 

NMR (300 MHz, DMSO-dJ : 6 9.55 (s, 1H), 8.33 (d, J = 8.4 Hz, 1H), 7.94 (dd, 
J = 7.8, 1.8 Hz, 1H), 7.83 (d, J = 8.1 Hz, IK), 7.61-7 '.47 (m, 4H), 7.37 (s, IK), 7.18 (s, 
2H), 6.98 (dd, J = 7.5, 1.8 Hz, IK), 6.95 (dd, J = 7.5, 2.4 Hz, IK), 6.91-6.80 (m, 2H), 
4.98 (s, 2H), 4.70 (q, J = 7.2 Hz, IK), 3.74 (s, 3H), 2.46-2.41 (m, 2H), 2.03 (t, J = 7.5 
Hz, 2H), 1.60 (d, J = 7.2 Hz, 3H), 1.59-1.52 (ra, 2H)o 



517 



WO 03/016254 



PCT/JP02/08120 



mm s (94 ) 

4- (2- ( (2- (^-7^i/>- 1— r» 7*p^/-r;i/) -4 



5 




T L C : R f 0.18 (R®x?-;i/) ; 

NMR (300 MHz, DMSO-d,) : <S 12.05 (bs, 1H), 9.53 (s, 1H), 8.31 (d, J = 8.1 Hz, 
1H), 7.94 (m, 1H), 7.86 (d, J = 8.7 Hz, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.62 - 7.46 (m, 
5H), 7.41 (d, J = 1.5 Hz, 1H), 7.23 (dd, J = 7.8, 1.5 Hz, 1 H), 7.18 (d, J = 7.8 Hz, 1H), 
10 7.06 (dd, J = 8.7, 2.4 Hz, 1H), 5.11 (s, 2H), 4.70 (q, J = 6.9 Hz, 1H), 2.75 (s, 3H), 
2.43 (m, 2H), 2.02 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 2H) 0 

^fe^iJ8 (9 5) 

4- (2- ( (2- (^-7^l/>- 1— T-U^yjJV) T$.S) -4 
15 - (4- (1, 2, 4-HJT\/-;i/-l— f;i>) 7i;^f/V) 7i 



r^COOH 
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T L C : R f 0.11 (»»xf-;u) ; 

NMR (300 MHz, DMSO-d s ) : 6 12.05 (s, 1H), 9.52 (s, 1H), 9.15 (s, 1H), 8.31 (d, 
J = 8.1 Hz, 1H), 8.17 (s, 1H), 7.94 (m, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.74 (d, J = 9.0 
Hz, 2H), 7.62 - 7.46 (m, 4H), 7.41 (bs, IK), 7.25 - 7.16 (m, 2H), 7.15 (d, J = 9.0 Hz, 
2H), 5.09 (s, 2H), 4.70 (q, J = 6.9 Hz, 1H), 2.43 (m, 2H), 2.03 (t, J = 7.5 Hz, 2H), 
1.60 (d, J = 6.9 Hz, 3H), 1.57 (ra, 2H) 0 

mMM8 (9 6) 

4- (2- ( (2- (±7#i/>- l— rn/W^) -4 

r^COOH 




T L C : R f 0.45 (gt&x^l/) ; 

N M R (300 MHz, DMSO-d 6 ) : 6 12.04 (s, 1H), 9.51 (s, 1H), 8.31 (d, J = 8.1 Hz, 
1H), 7.94 (m, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.62 - 7.46 (m, 4H), 7.38 (bs, 1H), 7.18 
(m, 2H), 7.01 - 6.92 (m, 2H), 6,90 - 6.78 (m, 2H), 5.00 (s, 2 H), 4.70 (q, J = 6.9 Hz, 
1H), 3.98 (q, J = 6.9 Hz, 2H), 2.43 (m, 2H), 2.03 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 
Hz, 3H), 1.57 (m, 2H), 1.26 (t, J = 6.9 Hz, 3H)„ 

HH^118 (9 7) 

4- (2- ( (2- (^7*v>- 1— f;i0 7*n;W;i/) T^y) -4 
- (2-pi h*i'-5-* : 2-»y*;*i<'*?)l<) 7i-JV) 7**>^ 
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r^COOH 




TLC : Rf 0.41 (IMfcx^;iO ; 

NMR (300 MHz, DMSO-d s ) : 6 12.05 (bs, 1H), 9.53 (s, 1H), 8.32 (d, J = 8.1 Hz, 
1H), 7.94 (m, 1H), 7.83 (d, J = 8.1 Hz, IK), 7.62 - 7.46 (m, 4H), 7.36 (bs, 1H), 7.18 

■ 

(m, 2H), 6.85 (d, J = 2.1 Hz, 1H), 6.82 (d, J = 8.1 Hz, 1H), 6.68 (m, 1H), 4.95 (s, 2H), 
4.70 (q, J = 6.9 Hz, IK), 3.68 (s, 3H), 2.44 (m, 2H), 2.19 (s, 3H), 2.03 (t, J = 7.5 Hz, 
2H), 1.60 (d, J = 6.9 Hz, 3H), 1.57 (m, 2H)» . 

4- (2- ( (2- (^-7^l/>- 1-- Ol/j :7n;W;i/) 7$S) -4 




T L C : R f 0.40 (BS^^) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 12.04 (s, IK), 9.51 (s, 1H), 8.30 (d, J = 8.1 Hz, 
1H), 7.94 (m, IK), 7.83 (d, J = 8.1 Hz, 1H), 7.62 - 7.46 (ro, 4H), 7.35 (bs, 1H), 7.17 
(m, 2H), 6.14 (d, J = 2.1 Hz, 2H), 6.07 (t, J = 2.1 Hz, IK), 4.96 (s, 2H), 4.69 (q, J = 
6.9 Hz, IK), 3.67 (s, 6H), 2.42 (m, 2H), 2.02 (t, J = 7.2 Hz, 2H), 1.59 (d, J = 6.9 Hz, 
3H), 1.55 (m, 2H) 0 
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mmms (99) 

4- (2- ( (2- (±y^]y>-l--fjl/) ZTUAJj)]/) 7\;) -4 




T L C : R f 0.40 (B^x^l/) ; 

NMR (300 MHz, DMSO-d.) : 6 12.04 (s, 1H), 951 (s, 1H), 8.31 (d, J = 8.1 Hz, 
1H), 7.95 (m, 1H), 7.84 (d, J = 8.1 Hz, 1H), 7.62 - 7.47 (m, 4H), 7.38 (bs, 1H), 7.16 
(m, 2H), 7.03 (m, 1H), 6.90 - 6.76 (m, 2H), 4.92 (s, 2H), 4.7 0 (q, J = 6.9 Hz, 1H), 
3.78 (s, 3H), 2.43 (m, 2H), 2.02 (t, J = 75 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 
2H) 0 

HSfeffJ8 (10 0) 

4- (2- ( (2- (j-7*ls>-l-J)l) ru^S^fr) T\J) -4 




TLC : Rf 0.53 (g^x^l/) ; 

NMR (300 MHz, DMSO-d s ) •: 6 12.05 (s, 1H), 9.51 (s, 1H), 831 (d, J = 8.1 Hz, 
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1H), 7.94 (m, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.62 - 7.46 (m, 4H), 7.39 (bs, 1H), 7.18 
(m, 2H), 7.02 - 6.92 (m, 2H), 6.89 - 6.81 (m, 2H), 5.00 (s, 2 H), 4.70 (q, J = 6.9 Hz, 
1H), 4.47 (ra, 1H), 2.43 (m, 2H), 2.03 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 
1.57 (ra, 2H), 1.18 (d, J = 6.0 Hz, 6H) 0 

5 

mmms (ion 

4- (2- ( (2- (j-7*l/>- 7UrtJj)\,) T%S) -4 

r^COOH 




O 



10 T L C : R f 0.35 (W^^JU) ; 

NMR. (300 MHz, DMSO-d 6 ) : 6 12.05 (s, 1H), 9.51 (s, 1H), 8.30 (d, J = 8.1 Hz, 
1H), 7.94 (m, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.65 (d, J = 8.7 Hz, 1H), 7.62 - 7.45 (m, 
5H), 7.26 (dd, J = 7.8, 1.8 Hz, 1H), 7.20 (d, J = 7.8 Hz, 1 H), 6.73 (d, J = 2.4 Hz, 1H), 
6.59 (dd, J = 8.7, 2.4 Hz, 1H), 5.19 (s, 2H), 4.70 (q, J = 6.9 Hz, 1H), 3.80 (s, 3H), 

15 2.44 (m, 2H), 2.42 (s, 3H), 2.05 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.58 (m, 
2H)o 

gjflfeff] 8 (10 2) 

2- (2- ( (4-p?5 : -;i'-2- (^-^7^ 1 — f^) ^ytSJ))/) 
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COOH 




TLC : Rf 0.70 (i'DD^M : J— )l= 10:1) 



m 8 (10 3) 



5 4- (2- ( (2- (±7*1'>-1 — T;W 7UrtJ<<fr) TKS) -4 



COOH 




TLC : Rf 0.72 (£nn*;W> : : 1) ; 

N MR (300 MHz, DMSO-d 6 ) : (J 9.55 (s, 1H), 8.31 (d, J = 8.4 Hz, 1H), 7.94 (d, J 
10 = 8.7 Hz, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.60-7.47 (m, 4H), 7.39 (s, 1H), 7.19-7.17 
(m, 3H), 7.02 (s, 1H), 5.06 (s, 2H), 4.70 (q, J = 6.9 Hz, 1H), 2.44-2.42 (m, 2H), 2.16 
(s, 3H), 2.11 (s, 3H), 2.04 (t, J = 7.5 Hz, 2H), 1.59 (d, J = 6.9 Hz,- 3H), 1.59-1.52 (m, 
2H)o 
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» 



COOH 




TLC : Rf 0.62 (£DD*;UA : /U= 9 : 1) ; 

NMR (300 MHz, DMSO-d tf ) : 6 9.56 (s, 1H), 8.31 (d, J = 8.1 Hz, 1H), 7.94 (d, J 
= 6.9 Hz, 1H), 7.84-7.78 (m, 2H), 7.59-7.47 (m, 4H), 7.40 (s, 1H), 7.19 (brs, 2H), 
6.93-6.91 (m, 2H), 5.10 (s, 2H), 4.70 (q, J = 6.9 Hz, 1H), 2.88 (t, J = 6.0 Hz, 2H), 
2.53-2.50 (m, 2H), 2.44 (dd, J = 8.7, 5.4 Hz, 2H), 2.05-1.97 (m, 4H), 1.60 (d, J = 6.9 
Hz, 3H), 1.59-1.52 (m, 2H)„ 



mMM8 (10 5) 

4- (2- ( (2- (^-7^1/>-l— 7*n7V^;i/) 7^7) -4 



COOH 




TLC : Rf 0.62 (^DD^I/A : J— ;b= 9 : 1 ) ; 

NMR (300 MHz, DMSO-d 6 ) : S 9.53 (s, 1H), 8.30 (d, J = 8.1 Hz, 1H), 7.94 (d, J 

= 7.5 Hz, 1H), 7.83 (d, J = 7.8 Hz, 1H), 7.62-7.45 (m, 6H), 7.43-7.36 (m, 2H), 7.32 
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(ra, 1H), 7.20 (s, 2H), 5.09 (s, 2H), 4.70 (q, J = 6.9 Hz, 1H), 2.48-2.41 (m, 2H), 2.03 
(t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.6 Hz, 3H), 1.58-1.54 (m, 2H)o 



;»J8 (10 6) 

5 4- (2- ( (2- 7-n;v-r;p) rsv) -4 



r^COOH 




TLC : R f 0.59 (^.DD*M : 9 : 1) ; 

NMR (300 MHz, DMSO-d^ : 6 9.55 (s, 1H), 8.31 (d, J = 8.4 Hz, 1H), 7.94 (d, J 

■ 

10 = 7.2 Hz, 1H), 7.83 (d, J = 7.8 Hz, 1H), 7.61-7-47 (m, 4H), 7.37 (s, 1H), 7.18 (s, 2H), 
6.63 (m, 1H), 6-59 (m, 1H), 6.52 (m, 1H), 5.02 (s, 2H), 4.70 (q, J = 6.6 Hz, 1H), 3.72 
(s, 3H), 2.49-2.41 (ra, 2H), 2.02 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.6 Hz, 3H), 1.59- 
1-51 (m, 2H) 0 



15 m&m8 (10 7) ' 

4- (2- ( (2- 1 — T ^) yu^s-ov) -4 



COOH 
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TLC : Rf 0.60 (^nn^;i/A : p<^y-;i/=9 : 1) ; 

■ 

NMR (300 MHz, DMSO-d 6 ) : 6 9.54 (s, 1H), 831 (d, J = 8.1 Hz, 1H), 7.95 (d, J 
= 7.8 Hz, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.61-7.47 (m, 4H), 7.36 (s, 1H), 7.17 (s, 2H), 
6.88 (d, J = 8.4 Hz, 1H), 6.80 (d, J = 1.5 Hz, 1H), 6.65 (dd, J = 8.4, 1.5 Hz, 1H), 4.94 
(s, 2H), 4.69 (q, J = 6.9 Hz, 1H), 3.72 (s, 3H), 2.52 (q, J = 7.5 Hz, 2H), 2.43 (dd, J = 
8.7, 5.4 Hz, 2H), 2.03 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.59-1.52 (m, 2H), 
1.14 (t, J = 7.5 Hz, 3H) 0 

mmms (i os) 

4- (2- ( (2- (j-7*vy-i-- 7-d;w;i/) -4 



COOH 




TL C : Rf 0.49 (^nn*;i/A : *$J— Jl=9 : 1) ; 

NMR (300 MHz, DMSO-dJ : d 9.95 (s, 1H), 9.56 (s, 1H), 8.31 (d, J = 8.4 Hz, 

1H), 7.94 (d, J = 8.4 Hz, 1H), 7.83 (d, J = 7.8 Hz, 1H), 7.76 (d, J = 2.4 Hz, 1H), 7.61- 

* 

7.47 (m, 4H), 7.39 (brs, 1H), 7.34 (dd, J = 8.7, 2.4 Hz, 1H), 7.19 (s, 2H), 7.13 (d, J = 
8.7 Hz, 1H), 5.07 (s, 2H), 4.70 (q, J = 6.9 Hz, 1H), 2.47-2.41 (m, 2H), 2.03 (t, J = 7-5 
Hz, 2H), 2.00 (s, 3H), 1.59 (d, J = 6.9 Hz, 3H), 1.59-1.53 (m, 2H)» 

$mm 8 (10 9) 

4- (2- ( (2- (i-7* u>- r;i/) 7*d;w;i/) r^;) -4 
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* 

- (2 -tmtt?*;**/ 7x-;i/) 7**>^ 




TLC : Rf 0.62 (^OD^l/A : *$J— ;i/= 9 : 1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 9.56 (s, 1H), 8.31 (d, J = 8.1 Hz, 1H), 7.94 (d, J 
= 7.2 Hz, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.62-7.47 (m, 4H), 7.39 (s, 1H), 7.24-6.93 
(m, 6H), 5.08 (s, 2H), 4.70 (q, J = 6.9 Hz, 1H), 2.47-2.40 (m, 2H), 2.35 (s, 3H), 2.04 
(t, J = 7.5 Hz, 2H), 1.59 (d, J = 6.9 Hz, 3H), 1.59-1.53 (m, 2H) 0 

mmms mo) 

4- (2- ( (2- (i-y^\/>- l-<i)V) -funJDV) -4 

- (4-^y-r;U7xy^r^>^^;i/) 7i-;v) 

r^COOH 




o 



TL C : Rf 0.62 (^DD*;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, DMSO-d 6 ) : <? 9.55 (s, 1H), 8.31 (d, J = 8.1 Hz, 1H), 7.96-7.90 
(m, 3H), 7.83 (d, J = 7.8 Hz, 1H), 7.61-7.47 (m, 4H), 7.40 (brs, 1H), 7.19 (s, 2H), 
7.07 (d, J = 9.0 Hz, 2H), 5.12 (s, 2H), 4.70 (q, J = 6.9 Hz, 1H), 2.91 (t, J = 7.2 Hz, 
2H), 2.44 (dd, J = 8.7, 5.7 Hz, 2H), 2.03 (t, J = 7.2 Hz, 2H), 1.68-1.52 (ra, 4H), 1.60 
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(d, J = 6.9 Hz, 3H), 0.90 (t, J = 7.5 Hz, 3H) 0 



mMM8 (111) 

(2E) -3- (2- ( (4-^5^-2- 7 75^) 



COOH 




TLC : Rf 0.39 (?DD*M : : 1) 



3fi0U8 (112) 

4- (2- ( (2- (4-7fr*Vi-7*U>-l-<tJV) T'n/V-f/V) 

-4- (t:^y-;v-i—f;M^;i/) 7x-;i/) ^> 



COOH 




TLC : Rf 0.30 (BRx^) ; 

NMR (300 MHz, DMSO-d 4 ) : (5 12.03 (s, 1H), 9.51 (s, 1H), 8.34 (d, J = 8.1 Hz, 
1H), 8.11-8.08 (m, 1H), 7.77 (d, J = 2.1 Hz, 1H), 7.72-7.62 (m, 2H), 7.54 (dd, J = 8.1, 
5.7 Hz, 1H), 7.42 (d, J = 2.1 Hz, 1H), 732 (dd, J = 10.5, 8.1 Hz, 1H), 7.15-7.10 (m, 
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2H), 6.95 (dd, J = 8.1, 1.5 Hz, 1H), 6.23 (t, J = 2.1 Hz, 1H), 5.24 (s, 2H), 4.63 (q, J = 
6.9 Hz, 1H), 2.38 (t, J = 7.8 Hz, 2H), 1.98 (t, J = 7.8 Hz, 2H), 1.58 (d, J = 6.9 Hz, 
3H), 1.54-1.49 (m,2H) 0 

5 m&ma (i 1 3) • 

3- (2- ( (2- (4-7;m-d?-:7*i/>- l—m) rp^^-f;i/) 




TLC : Rf 0.39 : ffffix3\n/= 1 : U 0.5%!^) ; 

10 NMR (300 MHz, DMSO-d t ) : 6 12.13 (s, 1H), 9.64 (s, 1H), 834 (ra, 1H), 8.10 
(m, 1H), 7.74-7.61 (m, 2H), 7.54 (dd, J = 8.1, 5.7 Hz, 1H), 7.36-7.17 (m, 6H), 6.99- 
6.88 (m, 3H), 5.01 (s, 2H), 4.66 (q, J = 6.9 Hz, 1H), 2.72 (t, J = 7.5 Hz, 2H), 2.36 (t, J 
= 7.5 Hz, 2H), 1.59 (d, J = 6.9 Hz, 3H) 0 

« 

15 mmm 8 ( 1 1 4 ) 

3- (2- ( (2- (4-^;i/^-D^-7^i/>- 1— 7*o^y-r;i/) 
7^7) -4-7x-;i/7^;^f;i'7i-;i/) t*p^>k 
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TLC : Rf 0.33 : mB^^= 1:1% 0.5% 31®) ; 

NMR (300 MHz, DMSO-dj) : 6 12.12 (br, 1H), 9.67 (bs, 1H), 8.33 (m, 1H), 8.09 
(m, 1H), 7.71-7.60 (m, 2H), 7.53 (dd, J = 7.2, 6.6 Hz, 1H), 7.34-7.22 (m, 2H), 7.17- 
7.07 (m, 2H), 7.04-6.95 (m, 2H), 6.55-6.44 (m, 3H), 6.17 (t, J = 5.7 Hz, 1H), 4.63 (q, 
5 J = 6.9 Hz, 1H), 4.16 (d, J = 5.7 Hz, 2H), 2.67 (t, J = 7.5 Hz, 2H), 2.33 (t, J = 7.5 Hz, 
2H), 1.58 (d, J = 6.9 Hz, 3H)„ 

mmm8 d 1 5) 

3 _ ( 2 - ( (2- (4-7Mui-y^u>-l—f^) 7ua;J)\s) 




TLC : Rf 0.19 (^rif> : BM^Jl>= 1:2, 0.5%g^) ; 

r 

NMR (300 MHz, DMSO-d 6 ) : 6 12.12 (br, 1H), 9.64 (bs, 1H), 8.32 (m, 1H), 8.09 

* 

(m, 1H), 7.76 (d, J = 2.1 Hz, 1H), 7.73-7.61 (m, 2H), 7.53 (dd, J = 7.8, 5.7 Hz, 1H), 
15 7.42 (d, J = 2.1 Hz, 1H), 7.30 (dd, J = 10.5, 7.8 Hz, 1H), 7.16 (d, J = 7.8 Hz, 1H), 
7.13 (d, J = 1.5 Hz, 1H), 6.95 (dd, J = 7.8, 1.5 Hz, 1H), 6.23 (t, J = 2.1 Hz, 1H), 5.24 
(s, 2H), 4.63 (q, J = 6.9 Hz, 1H), 2.67 (t, J = 7.8 Hz, 2H), 2.34 (t, J = 7.8 Hz, 2H), 
1.57 (d, J = 6.9 Hz, 3H)o 

20 mmm 8 ( 1 1 6 ) 

2 _ (2- ( (2- (4-7;^D^7^l/>- 1 — i )l) T^f-fr) 7 ' 

« 
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COOH 




T L C : R f 0.56 DD^VA : * $ J —)]/= 10:1) ; 

* 

N M R (300 MHz, DMSO-d,) : 6 9.79 (s, IK), 8.12-8.02 (m, 2H), 7.87 (m, 1H), 
7.67-7-52 (m, 3H), 7.47-7-11 (m, IK), 7.06-6.87 (m, 5H), 5.02 (s, 2H), 4.35 (s, 2H), 
5 4.11 (s, 2H) 0 



§3flgg!l8 (117) 

. 2- (2- ( (2- (4-7;iotn±:7*i'>-l->f;i/) 7*n;v-{;v) 

75^) -4-7:ty>:**/*3^l,^>*;;i/) £jftgffi 



10 




TL C : Rf 0.60 (^DD*;U£ : ^^^-;b= 10:1) ; 
N M R (300 MHz, DMSO-d 6 ) ; 6 9.70 (s, 1H), 8.26 (m, 1H), 8.07 (m, 1H), 7.79 (m, 
1H), 7.68-7.53 (m, 3H), 7.45 (m, 1H), 7.41-7.21 (m, 5H), 7.16 (m, IK), 7.04-6.86 (m, 
5H), 5.03 (s, 2H), 4.62 (q, J = 6.9 Hz, IK), 4.27 (s, 2H), 1.48 (d, J = 6.9 Hz, 3H) 0 

15 
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mmm8 (i 1 8) 

2- (2- ( (4-^^-2-7i^K>^;-f;i/) 75.;) -4-7 




5 TLC : Rf 0.50 (^nn*;i/A : *9 J— ;i/=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 8.15 (brs, 1H), 8.00-7.94 (m, 1H), 7.94-7.88 (m, 1H), 
7.44-7.34 (m, 1H), 732-7.02 (m, 11H), 7.00-6.90 (m, 3H), 5.02 (s, 2H), 4.20 (s, 2H), 
3.55 (t, J = 7.5 Hz, 1H), 2.00-130 (m, 3H), 0.85 (d, J = 6.0 Hz, 6H)o 

io (ii9) 

2- (2- ( (4-*3=\>l/-2- (3, 5-^^7i-;V) ^>*7^f 
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TLC : Rf 0.50 (*no*ft>1/A : 9 : 1) ; 

N M R (300 iMHz, CDC1 3 ) : 6 8.16 (brs, 1H), 7.95 (d, J = 7.5 Hz, 1H), 7.84 (brs, 
1H), 7.42-7.34 (m, 1H), 7.32-6.90 (m, 9H), 6.81 (s, 3H), 5.02 (s, 2H), 4.25 (d, J = 
16.2 Hz, 1H), 4.15 (d, J = 16.2 Hz, 1H), 3.47 (t, J = 7.8 Hz, 1H), 2.22 (s, 6H), 2.04- 
5 1.90 (m, 1H), 1.66-1.55 (m, 1H), 1.50-1.30 (m, 1H), 0.85 (d, J = 6.6 Hz, 6H) o 

mmM8 (12 0) 

2- (2- ( (2- (i-7?V>- 1— f;i/) T^y) -4-7 



10 




TLC : Rf 0.50 (£dd*;VA : **J — ;U= 9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : <5" 8.08 (s, 1H), 8.00-7.89 (m, 2H), 7.82-7.73 (m, 1H), 
7.72-7.66 (m, 1H), 7.52 (brs, 1H), 7.49-7.38 (m, 2H), 7.34-7.18 (m, 5H), 7.16-7.10 
(m, 1H), 7.02-6.90 (m, 4H), 6.84-6.76 (m, 1H), 5.01 (s, 2H), 4-09 (s, 2H), 3.88 (s, 
15 2H)o 

mmmz (i 2 n 

3- (2- ( (4-^^-2- (4 -7;M"D- 3 -^^l/7i-;i/) ^ 

533 
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T L C : R f 0.4i nn^M : * * J -;i/= 19:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.23 (s, 1H), 7.80 (s, 1H), 733-7.09 (m, 6H), 
7.00-6.90 (m, 4H), 4.98 (s, 2H), 3.62 (t, J = 7.7 Hz, 1H), 2.70-2.55 (m, 4H), 2.25 (s, 
5 3H), 2.10 (ra, 1H), 1.74 (m, 1H), 1.54 (m, 1H), 0.95 (d, J = 6.6 Hz, 3H), 0.93 (d, J = 
6.6 Hz, 3H)o 

Hfl§ff!l8 (12 2) 

3- (2- ( (4-^;u-2- (3, 5-^^^7i-;p) ^>*y^r 

10 75^) -4-7x;^Wxifl/) :/p^>M 

XOOH 




TLC : Rf 0.30 :ffim^»= 1 : 2) ; 

NMR (300 MHz, DMSO-d 6 ) : (5 12.09 (s, 1H), 9.51 (s, 1H), 730-7.15 (m, 5H), 
6.99-6.84 (m, 6H), 5.00 (s, 2H), 3.79-3.74 (m, 1H), 2.70 (t, J = 7.5 Hz, 2H), 2.32 (t, J 
15 = 7.5 Hz, 2H), 2.24 (s, 6H), 2.02-1.94 (m, 1H), 1.54-139 (m, 2H), 0.93 (d, J = 6.0 
Hz, 3H), 0.89 (d, J = 6.0 Hz, 3H) 0 

♦ 
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mMM8 (12 3) 

3- (2- ( (4-* 3-i>**1M>? 

>-6-' ov) ^y$;«o\/) tk;) -4-7 ^; *i/*?)\/7 *.-)]/) 




T L C : R f 0.50 {WW.^ )\>) ; 

NMR (300 MHz, CDC1 3 ) : 6 8.29 (s, 1H), 7.82 (s, 1H), 730-7.12 (tn, 4H), 
6.97-6.93 (m, 3H), 6.61 (d, J = 6.0 Hz, 2H), 5.93 (s, 2H), 4.99 (s, 2H), 3.89 (s, 3H), 
3.58 (t, J = 7.5 Hz, 1H), 2.70-2.64 (m, 4H), 2.12-2.02 (m, 1H), 1-79-1.69 (m, 1H), 
1.61-132 (m, 1H), 0.96-0.93 (m, 6H) 0 

T L C : R f 0.35 (n-^^> : ft»3if-;V= 1 : 2 ) 0 

Mfegjl8 (12 4) 

2- (2- ( (2- (i-7*]s>- l— r;i/) 7n/v>f;v) r^y) -4 
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TLC:Rf 0.26 : B«x^= 2:1s 0.5%fl«) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 12.94 (bs, 1H), 9.62 (bs, 1H), 8.21 (m, 1H), 7.92 
(m, 1H), 7.83-7.77 (m, 2H), 7.57-7.25 (m, 7H), 7.17-7.07 (m, 3H), 7.00-6.79 (m, 4H), 
5 5.03 (s, 2H), 4.64 (q, J = 6.9 Hz, 1H), 4.28 (d, J = 16.5 Hz, 1H), 4.23 (d, J = 16.5 Hz, 
1H), 2.15 (s, 3H), 1.48 (d, J = 6.9 Hz, 3H)o 

^fi^J8 (12 5) 

2- (2- ( (2- (i-ytvy- 1~' r;W rn/^>r;i/) -4 

10 _ (2-^nD-5-^f;i/7xy^f;i/) &Mmm 




TLC : Rf 0.23 : SSxf ;V= 2 : 1> 05%Wf&) l 

NMR (300 MHz, DMSO-dJ : 6 12.94 (bs, 1H), 9.64 (bs, 1H), 8.22 (m, 1H), 7.92 
(m, 1H), 7.83-7.77 (m, 2H), 7.58-7.25 (m, 8H), 7.15 (dd, J = 8.1, 15 Hz, 1H), 7.06 
15 (d, J = 1.5 Hz, 1H), 6.97-6.88 (ra, 2H), 6.76 (dd, J = 8.1, 1.5 Hz, 1H), 5.09 (s, 2H), 
4.65 (q, J = 7.5 Hz, 1H), 4.29 (d, J = 16.5 Hz, 1H), 4.23 (d, J = 16 J Hz, 1H), 2.26 (s, 
3H), 1.48 (d, J = 7.5 Hz, 3H)o 
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mmms (126) 

2- (2- ( (2- \-<<)V) 7urt;<<)V) 7%J) -4 

^txooh 



TLC : Rf 0.17 : Bt&x?-;i/=2 : U 0.5%^) ; 

» * 

NMR (300 MHz, DMSO-d 6 ) : d 12.95 (s, 1H), 9.63 (s, 1H), 8.20 (m, 1H), 7.91 
(m, 1H), 7.83-7.76 (m, 2H), 7.57-7.25 (m, 11H), 7.14 (dd, J = 8.1, 1.5 Hz, 1H), 6.96- 
6.87 (m, 2H), 5.09 (s, 2H), 4.64 (q, J = 6.9 Hz, 1H), 4.29 (d, J = 16.5 Hz, 1H), 4.22 
10 (d, J = 16.5 Hz, 1H), 1.47 (d, J = 6.9 Hz, 3H) 0 

■ 

mMM8 (12 7) 

2- (2- ( (2- (±7*l/>- i—f;u) 7n/v-f;v) r^y) -4 



5 




15 




TLC : Rf 0.44 (ffKxf-;K 0.5 %»®) ; 



537 



WO 03/016254 



PCT/JP02/08120 



NMR (300 MHz, DMSO-d 5 ) : 6 12.95 (bs, 1H), 9.75 (bs, 1H), 8.31 (bs, 1H), 
8.23-S.12 (m, 2H), 7.91 (m, 1H), 7.82-7.75 (m, 2H), 7.57 (bs, 1H), 7.54-7.24 (m, 8H), 
7.14 (ra, 1H), 6.96-6.88 (m, 2H), 5.09 (s, 2H), 4.66 (q, J = 6.9 Hz, 1H), 4.29 (d, J = 
16.5 Hz, 1H), 4.22 (d, J = 16.5 Hz, 1H), 1.47 (d, J = 6.9 Hz, 3H) 0 



M8 (12 8) 



COOH 




{ 



10 T L C : R f 0.30 (gf^x^U) ; . 

NMR (300 MHz, DMSO-d«) : <J 12.10 (s, 1H), 10.30 (s, 1H), 8.29-8.26 (ra, 1H), 
8.10-8.00 (m, 3H), 7.83 (dd, J = 7.2, 0.9 Hz, 1H), 7.70 (dd, J = 7.8, 1.8 Hz, 1H), 
7.65-7.58 (m, 3H), 7.52 (d, J = 8.1 Hz, 1H), 2.78 (t, J = 7.8 Hz, 2H), 2.26 (t, J = 7.5 



15 



Hz, 2H), 1.88-1.78 (m, 2H)» 



m% (12 9) 



7- ( (2- \±7 I— 7-lr^;b) -2-^W7 

7 >^;u^*> 
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COOH 




TLC : Rf 0.43 (^DD^A : ft : ffi^= 9 0 : 1 0 : 1) ; 
NMR (300 MHz, DMSO-d s ) : 6 10.56 (s, 1H), 8.18 (d, J = 8.1 Hz, 1H), 7.97-7.81 
(m, 3H), 7.70 (d, J = 0.6 Hz, 1H), 7.62-7.43 (m, 5H), 7.26 (t, J = 7.8 Hz, 1H), 4.31 (s, 
2H)o 

mmms (130) 

7- ( (2- l-4ft) T'D^VWVl') T^^) ~2-^> 

COOH 




TLC : Rf 0.46 (*np*;i/A : : ft»= 9 0 : 1 0 : 1) ; 

NMR (300 MHz, DMSO-dJ : 6 10.4 (s, 1H), 8.32 (d, J = 8.4 Hz, 1H), 7.94 (d, J 
= 8.4 Hz, 1H), 7.86-7.78 (m, 2H), 7.69-7.45 (m, 6H), 7.27 (m, 1H), 4.91 (q, J = 6.9 
Hz, 1H), 1.58 (d, J = 6.9 Hz, 3H) 0 

mmm s ( 1 3 1 ) 

7- ( (4-pwv-2- (±7^v>- 1— ^ytJlft) t^) 
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COOH 




TLC : Rf 0.48 (^DD*;i/A : : ff|®= 9 0:10:1) ; 

N MR (300 MHz, DMSO-d 6 ) : 6 10.5 (s, 1H), 8.42 (d, J = 8.4 Hz, 1H), 7.94 (d, J 
5 = 8.1 Hz, 1H), 7.86 (d, J = 7.8 Hz, 1H), 7.82 (d, J = 7.8 Hz, 1H), 7.74-7.60 (m, 3H), 
7.58-7.44 (m, 3H), 7.27 (m, 1H), 4.93 (m, 1H), 2.12 (m, IK), 1.76-1.53 (m, 2H), 1.07 
(d, J = 63 Hz, 3H), 0.93 (d, J = 6.3 Hz, 3H)„ 

io 2 - (l - (2 - (±7^i/>-i--r;v) 7DKt=^) '4 > h*-;v-3 




T L C : Rf 0.29 (^DD*M : * * J —fr= 19:1) > 
N M R (300 MHz, CDC1 3 ) : 6 8.62 (d, J = 8.4 Hz, 1H), 8.18 (d, J = 8.4 Hz, 1H), 
15 7.90 (d, J = 8.4 Hz, 1H), 7.75 (d, J = 8.4 Hz, 1H), 7.63 (m, 1H), 7.53 (dd, J = 7.8, 7.8 
Hz, 1H), 7.46-7.25 (m, 5H), 7.15 (s, 1H), 5.18 (q, J = 6.9 Hz, 1H), 3.54 (d, J = 17.1 
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Hz, 1H) 3.46 (d, J = 17.1 Hz, 1H), 1.73 (d, J = 6.9 Hz, 3H) 0 

mmms (133) 

2- (2-pwu- 1- (2- (^-737 l-^iO 7*d ^ 
5 >b*-;i/-3— Y;i/) fffi ' 

^-COOH 




TLC : Rf 0.33 (^dd*;i>A :^*^-;i/=l 9 : 1) ; 

N M R (300 MHz, CDCQ : 6 8.00 (d, J = 8.4 Hz, 1H), 7.89 (d, J = 8.4 Hz, 1H), 
7.79 (d, J = 7.8 Hz, 1H), 7.75 (d, J = 8.1 Hz, 1H), 7.60-7.35 (m, 5H), 7.18 (dd, J = 
10 7.5, 7.5 Hz, 1H), 7.08 (dd, J = 7.8, 7.8 Hz, 1H), 5.37 (q, J = 6.6 Hz, 1H), 3.63 (s, 2H), 
2.48 (s, 3H), 1.78 (d, J = 6.6 Hz, 3H) 0 

hmjs (134) 

3- (1- (2- (j-y*u>- 1— r;io 7*n^n;i/) -r>K-;u-3 

15 — r;v) y'unym. 

COOH 




TLC : Rf 0.22 (^DD*M : *^-;V= 19:1) ; 
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NMR (300 MHz, CDC1 3 ) : 6 8.60 (d, J = 7.8 Hz, 1H), 8.20 (d, J = 8.1 Hz, 1H), 
7.92 (d, J = 7.8 Hz, 1H), 7.76 (dd, J = 7.5, 2.1 Hz, 1H), 7.67 (m, 1H), 7.57 (dd, J = 
7.5, 7.5 Hz, 1H), 7.46-7.24 (ra, 5H), 6.95 (s, 1H), 5.14 (q, J = 6.9 Hz, 1H), 2.S8-2.73 
(m, 2H), 2.45 (t, J = 7.5 Hz, 2H), 1.74 (d, J = 6.9 Hz, 3H)o 

mmms (135) 

3- (2-^^;i/-i- (2- {±7* v>- 1 r;v) 7 , ott-;i') 

> h*-;u-3— r;u) rn^^ 

COOH 




10 T L C : R f 0.46 (^ DO^M : S —)V= 19:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 8.00 (d, J = 8.1 Hz, 1H), 7.89 (d, J = 8.1 Hz, 1H), 
7.84 (d, J = 8.1 Hz, 1H), 7.75 (d, J = 8.1 Hz, 1H), 7.60-7.34 (m, 5H), 7.18 (dd, J = 
7.5, 7.5 Hz, 1H), 7.09 (dd, J = 7.5, 15 Hz, 1H), 5.38 (q, J = 6.6 Hz, 1H), 2.94 (t, J = 
7.5 Hz, 2H), 2.57 (t, J = 7.5 Hz, 2H), 2.46 (s, 3H), 1.78 (d, J = 6.6 Hz, 3H) 8 

15 

m&mz (13 6) 

3 - (6— >7V- 1- (2 - (:M7*l/>-l-W;V) rp^-M -f 

■ 
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COOH 




TLC:Rf 0M(n-^*y->:ffimx-m:B&= 1.0 0 : 100:1); 

NMR. (300 MHz, DMSO-d„) : 6 8.72 (s, 1H), 830 (d, J = 8.7 Hz, 1H), 7.98 (d, J 
= 8.1 Hz, 1H), 7.85 (d, J = 7.5 Hz, 1H), 7.81-7.77 (m, 2H), 7.69-7.55 (m, 3H), 7.47- 
7.39 (m, 2H), 5.59 (q, J = 6.9 Hz, 1H), 2.86-2.67 (m, 2H), 2.53-2.35 (m, 2H), 1.64 (d, 
J = 6.9 Hz, 3H)o 

■ 

1 6 

o 




NMR (300MHz, CDC1,) : 8.02-8.01 (m, 1H), 7.81 (d, J = 8.1 Hz, 1H), 7.41- 
7.37 (m, 1H), 4.71 (s, 2H), 3.93 (s, 3H) 0 

1 7 
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COOCH3 



###J1 6HMMVtz<t^ (3.66 g) OWa*?^ (20ml) $g$£fc N 



W&TF* O'CT'tisfrPu^J K (1.07ml) , 



(1.92ml) £in;U %<£mit 1 O^^bfeo ^g^taRfcttl;^ g£ 

7kmh±hVt?A (5 2 5mff, 63.1%) ©N, N-i?^»M7^ K 
(5ml) Wt7i;-;v (1.30 g) %])U?L, *i-£^£^§tT IMP 

omi) fm&tnis sa-c 1 o^ima#ufco 1 Nja»&fti 



u wT©«rt4*s*«*»fb-&« (4.44 g) siffc, 



NMR (300MHz, CDd 3 ) : 6 8.08 (s, 1H), 7.82 (d, J = 8.1 Hz, 1H), 7.48-7.45 (m, 
1H), 7.33-7.28 (m, 2H), 7.02-6.94 (m, 3H), 5.05 (s, 2H), 3.93 (s, 3H) 0 



*%mi 8 
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(7 10 me) ^rh7hh*D77> (2ml) 



-i N* (l») ^in^fco £j&$£0°Cfc#£Jbfc^ 2-^d^^;^7 

5 (1.20 g) Orh7hh'D77> (3ml) «j([S«TU »S4&&. 



rST* 1.5 



t;i/=t>#h^Tn tr^s^v^u^xr-fe h ^n^vtpK (l 5 6mg) 

*<t^7i-;^7^;7iD^> (151m g) ©^ h^t KP77 

> (2ml) ##m 7-C«BSbfcYb-&* (LOOff) Orh7tKD 



10 75> (3ml) «£ia;tm ±IBT?i9«bfcaaS6CII*Jn^fc 



bfc. 



2- (2-t7W^l/) - 4 - 7 1 ^ ^r«>^ ^VSl W ?;^ifco 
15 ^;U=f>#H^T> 0 -C-C**^ V "7 A ^ x >7 A (2 0 6mg) © 

(2ml) ffifttt(c: x ±ETJIil*bfc 2 - (2-±7^-JV 

1) -rh7tKn77> (3ml) ««*»Tbfe, *g£«3 0#Kfflt 



20 £ffi*-cflg&8fe# u M*asT^s/«7A7?<e*i«x awsrbfc 



(9 7 4mg) £f#fco 

NMR (300MHz, CDC1,) : 6 7.82-7.71 (m, 3H), 7.53-7.35 (m, 5H), 7.30-7.25 (m, 
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4H), 6.98-6.93 (m, 3H), 5.04 (s, 2H), 4.69 (d, J = 4.8 Hz, 2H), 4.26 (s, 2H), 1.46-1.44 
(m, 1H) 0 

1 9 

5 2- (t7^1/>-2-^Wfjl/) -4-7*; ^^^fM>X7^r 




##01 1 8 T-iiai Xsttik&to (9 7 4mg) ©g^J^l' (5ml) mW. 
iz, TJVn>mm^,T, Ott^^V^l/^h* (1ml) ^ h'jx*- 
10 > (1.17ml) &«fcTO^U^> (6 7 lmg) fcSO;^ M^J<£^ . 

s-eiBt^t^bfco sj««^»«:2fc*jp* % BWix^-cjuitfjufco 
&^*mtz>nmft&® (8 7 img) zmtco 

15 N M R (300MHz, CDQ 3 ) : 6 10.27 (s, 1H), 7.90 (d, J = 7.5 Hz, 1H), 7.80-7.70 (in, 

3H), 7.53-7.25 (m, 8H), 7.00-6.92 (m, 3H), 5. 10 (s, 2H), 4.62 (s, 2H) 0 ! , . 

■ 

(2E) -3- (2- (t7^1/>-2-^Wf;b) -4-7x7^ 
20 ^7i-jl/) -2-7*D^>^ 
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##0U 9 X-8S&L1t{b&® (8 7 lmg) 4)\£VV> (5ml) jgffc 
TD>1 (5 7 4mg) fcilFt^yy}/ (0.16ml) £#n;L> 1 2 

#M §7jc* «fc vfiaa A*a*"r u aacaagT tf^t/^i*. xmk^ 

■rsTOb^; (810mg) 

T L C : R f 0.60 (^xf;i/) ; 

NM R (300MHz, CDC1 3 ); 8.17 (d, J = 15.6 Hz, 1H), 7.80-7.65 (m, 4H), 7.52 (s, 1H), 
7.44-737 (m, 3H), 7.31-7.25 (m, 4H), 6.99-6.93 (m, 3H), 6.35 (d, J = 15.6 Hz, 1H), 
5.05 (s, 2H), 4.31 (s, 2H)o 

nasffu 9(i) -mmm 9 m 

* 

mmm9 m 

(2E) -3- (2- (i-7$U>-2-J)V*?-)V) -4- (X^J—fr 

* 

-l->f;M^;i/) 7i_jv) -2 -7*n^>^ 
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TLC : Rf 0.50 (m^M o 

mm 9 (2) 

(2E) -3- (2— "«>^-4-7x;^^5 1 ;i/7i-^ -2-7* 




COOH 



TLC : Rf 0.24 (£nn*;i>£ : ;b=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : <5" 8.10 (d, J = 15.9 Hz, 1H), 7.64 (d, J = 8.1 Hz, 1H), 

7.40-7.10 (m, 9H), 7.00-6.93 (m, 3H), 6.34 (d, J = 15.9 Hz, 1H), 5.06 (s, 2H), 4.15 (s, 

2H) 0 

H»J9 (3) 

3- (2- (±7*]^>-2-^;i/^;i0 -4-7x/^r^>^5 L ;i/7 3ir: 
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TLC:Rf 0.65 (MifM ; 

N M R (300 MHz, DMSO-d,) : 6 12.10 (s, 1H), 7.87-7.75 (m, 3H), 7.58 (s, 1H), 
7.49-7.41 (m, 2H), 731-7.22 (m, 6H), 6.97-6.89 (m, 3H), 5.02 (s, 2H), 4.18 (s, 2H), 
5 2.84 (t, J = 8.1 Hz, 2H), 2.39 (t, J = 8.1 Hz, 2H) 0 

mmm9 (4) 

3 _ ( 2 - (j-7#)s>-2-' -4- r;v 




T L C : R f 0.45 (Sftx^l/) ; 

NMR (300 MHz, DMSO-d«) :6 12.08 (s, 1H), 7.87-7.76 (m, 4H), 7.56 (s, 1H), 
7.48-7.41 (m, 3H), 7.27 (dd, J = 8.1, 1.5 Hz, IK), 7.17 (d, J = 8.1 Hz, 1H), 7.08 (s, 
1H), 6.99 (dd, J = 8.1, 1.5 Hz, IK), 6.22 (t, J = 2.1 Hz, 1H), 5.25 (s, 2H), 4.14 (s, 2H), 
15 2.80 (t, J = 7.8 Hz, 2H), 2.36 (t, J = 7.8 Hz, 2H) , 
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mM9 (5) 

(2E) - 3- (2- (3 -7i-;V7"D^) -4- (^7y-;i/-i- 




5 TLC : Rf 0.35 Mf-tJ*> : ^x^;i/= 1 : Is 0.5%®t^) ; 

i 

N MR (300 MHz, CDC1 3 ) : 6 8.01 (d, J = 15.9 Hz, 1H), 7.59-7.53 (m, 2H), 7.40 
(d, J = 2.1 Hz, 1H), 732-7.25 (m, 2H), 7.22-7.14 (m, 3H), 7.08-7.02 (m, 2H), 6.35 (d, 
J - 15.9 Hz, lH), 6.30 (t, J = 2.1 Hz, 1H), 5.32 (s, 2H), 2.75 (t, J = 7.5 Hz, 2H), 2.66 
(t, J = 7.5 Hz, 2H), 1.89 (m, 2H) 0 



10 



2- (2- (3- (^-7^1x>-2— yu\^)V) -4- (^7V-;i/ 



COOH 




( > 



15 TLC : Rf 0.20 (^nD*W : J— fr= 10:1) 



(2E) -N-7i-;vx;i/*-;v-3 - (2- (^-7^U>-2— f/k* 
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Poo 




m&BM 9 "eWkLIHb-SQl (2 0 0mg) ON, N - >* tf-JUM AT S 
K (1ml) Sgttt^ ^>Hf h* (12 0mg) % 1 -suf-fr 

-3- [3- (^^5=-;i/^^y) -Tu\l)V\ * Y • (1 4 

6mg) *iV^W$yiii;«> (19mg) £SD;L &£4fc&£fi 

* 

•&m-rzwm&to dsimg) zmc* 

TLC:Rf 0.55 (n-«^*1J-> : K&x^t/s 1 : 1) ; 

NMR (300MHz, DMSO-dJ : (J 12.27 (s, 1H), 7.94-7.22 (m, 18H), 6.97-6.89 (m, 

3H), 6.46 (d, J = 15.6 Hz, 1H), 5.10 (s, 2H), 4.26 (s, 2H)„ 

Hfl&fll 10(1) ~fg»] 1 0 (2 2 5) 
10(1) 

N-^;i/-3- (2- (2- (^-7^l/>-2--r;W xh3^» -4- 

f;v*f-;iO 7x-;i/) ro^^r^ K 

* 
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« 

T L C : R f 0.39 (^=H^> : ffi|x^= 1:1); 

NMR (300 MHz, CDCI3) : 6 7.89-7.78 (m, 3H), 7.70 (s, 1H), 7.55-7.35 (m, 5H), 

7.04 (d, J = 7.8 Hz, 1H), 6.72 (m, 2H), 6.28 (t, J = 1.5 Hz, 1H), 5.26 (s, 2H), 4.29 (t, J 
5 = 6.3 Hz, 2H), 3.26 (t, J = 6.3 Hz, 2H), 3.04 (s, 3H), 2.78 (t, J = 7.2 Hz, 2H), 2.10 (t, 
J = 7.2Hz,2H)o 



mmm 1 o ( 2 ) 

N-7:n^;i/x;i/*-;i/-3 - (2- (2- 2 —r x h 




T L C : R f 0.44 : B1&x^;i/= 1:1); 

NMR (300 MHz, CDCl 3 ) : 6 7.95-7.75 (m, 5H), 7.68 (s, 1H), 7.64-7.35 (m, 8H), 
6.90 (d, J = 7.5 Hz, 1H), 6.67 (s, 1H), 6.62 (d, J = 7.5 Hz, 1H), 6.28 (t, J = 2.1 Hz, 
15 1H), 5.24 (s, 2H), 4.25 (t, J = 6.3 Hz, 2H), 3.23 (t, J = 6.3 Hz, 2H), 2.69 (t, J = 7.5 Hz, 
2H), 2.05 (t, J = 7.5 Hz, 2H) 0 
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msmi o (3) 

N - 7i-jw;i/*-;i/- 3 - (2- ( (3-^^;v^;W *;w^<f;u) 

o op 




5 T L C : R f 0.37 (<^*V> : Mx*-;u= 1:1); 

NMR (300 MHz, CDC1 3 ) : 6 7.94-7.88 (m, 2H), 7.56 (m, 1H), 7.48-7.40 (m, 3H), 
7.38-7.28 (m, 3H), 7.16 (d, J = 7.2 Hz, 1H), 7.04-6.95 (m, 3H), 6.03 (m, 1H), 5.03 (s, 
2H), 3.56-3.46 (m, 2H), 2.97 (t, J = 7.6 Hz, 2H), 2.66 (t, J = 7.6 Hz, 2H), 1.70 (m, 
1H), 1.58-1.49 (m, 2H), 0.98 (d, J = 6.6 Hz, 6H) 0 

10 

SSflBflllO (4) 

N-7i-JWl/*-^-3- (2- ( (3-^5=-;^- 1 - (4--7MU 



15 




TLC : Rf 0.40 :Mx?-;v=l : 1) ; 
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NMR (300 MHz, CDC1,) : 6 10.15 (s, 1H), 7.91-7.88 (m, 2H), 7.59-7.53 (m, 1H), 
7.47-7.30 (in, 8H), 7.15-6.95 (m, 6H), 6.27 (d, J = 8.1 Hz, 1H), 5.25 (q, J = 8.1 Hz, 
1H), 5.02 (s, 2H), 2.95-2.78 (m, 2H), 2.57-2.51 (m, 2H), 1.86-1.52 (m, 3H), 1.02- 
0.99 (m, 6H)o 

mmm 10 (5) 

N-^^;b- 3 - (2- ( (3-^;b- 1 - (4-7;i/tD7i^) t* 

o 




TLC : Rf 0.52 (^OO^A : ^^^-;i/= 19:1) ; 
NMR (300 MHz, CDClj) : 6 7.45-7.22 (m, 7H), 7.09-6.93 (m, 6H), 5.86 (m, 1H), 
5.19 (m, 1H), 5.02 (s, 2H), 3.05-2.85 (m, 2H), 2.68 (d, J = 4.5 Hz, 3H), 2.52 (t, J = 
7.5 Hz, 2H), 1.81 (m, 1H), 1.73-1.53 (m, 2H), 0.98 (t, J = 6.6 Hz, 6H) 0 

HflSflllO (6) 

N- (Kys»-2 — i)V) -3- (2- ( (3-^3=-;i/-l- (4-7;U 
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N N 




TLC : Rf 0.40 : BM^^= 1:1) ; 

NMR (300 MHz, CDC1 3 ) : d 8.28-8.25 (m, 1H), 8.16-8.10 (m, 2H), 7.71-7.64 (m, 
1H), 7.45-7.27 (m, 7H), 7.04-6.94 (m, 6H), 6.87 (d, J = 8.1 Hz, 1H), 5.24 (q, J = 8.1 
5 Hz, 1H), 5.02 (s, 2H), 3.15-2.98 (m, 2H), 2.75 (t, J = 7.5 Hz, 2H), 1.88-1.78 (m, 1H), 
1.74-1.57 (m, 2H), 1.00-0.97 (m, 6H) o 



jgai o (7) 

N- ( 4 - h 'J 7MD^f ^7 zr;i/X;^--IV) -3 - (2- ( (3- 
10 (4-7WD7x-Jl/) T^U) #;W\^E>f;U) -4-7i 




TL C : Rf 0.60 (^DD^A : *9J—)V= 10:1) 
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mm 10 (8) 

N- (^7*^>-2-^;u*;v*-;i/) -3- (2- ( (3-^;i,-i 




TLC : Rf 0.62 (^DD^l/A : J— )V= 1 0 : 1) 0 

mmmi o (9) 

N— (3-#nu-4-*3-)\s7*—;i>X)l*=.;i) -3- (2- ( (3- 

(4-:7;M-n7x-;i/) T^i/) a^/t^e-f/iO -4-7i 



CI 




TL C : Rf 0.62 D D tVVJ* : 1 0 : 1 ) 0 
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MBA] 1 0 (10) 

N- ( 4 *-)lZ)l,*s-;i) -3- (2- ( 

5 7i~jl/) 7'D;'i>7^ h* 




TL C : Rf 0.64 (^dn*;i/A : J— ;i/= 10:1) 



asflj 1 o (in 

10 N-tKD^>-3- (2- ( (3-^^;i/-l- (4-7Wn7i-jl/) 




T L C : R f 0.60 (BSx^j/) 



15 HMg'Jl 0 (12) 
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* 

N-^V7'Dt;Wl/*- ( il/-3- (2- ( .( 3-^5^-1- (4-yjv 




TLC : Rf 0.80 (^Dn*M : *9 J— )]/= 1 0 : 1) 0 

mi io d3) 

N- (4-^^7i-;m;W-;i/) -3- (2- ( ( 3-^^-1 - 



o 




TLC : Rf 0.61 (^DD*;i/A : /!/= 10: 1) o 

jffifll 10 (14) 
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N- ( (1, l'-K7x-;V-4-' - 3- (2- ( (3 

(4-7;i/3|-D7x-;i/) T^i/) *;w^^;i/) -4-7 




5 TLC : Rf 0.80 (^PD*M : ^^^-;i/= 1 0 : 1) 0 
H flfiflll 10 (15) 

N- ( (l, i'-t7x-;i/-2- f;u) -3- (2- ( (3 

-pwu-i- (4-7Md7i-;p) *;w^-r;i/) -4-7 
10 xy^>^^7i_;v) 7n^>7^K 




TLC : Rf 0.57 (^DO^A : p<*y-;i/= 1 0 : 1) » 
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N- (3, - 3- (2- ( 

))/- 1 - (4-7;M-D7x— 7f=-;i/) -4-7^y^- 
5 >>^^;i/7x-;i/) 707-? >t*^ F 

F 




TLC : Rf 0.57 (Punfrfl/A : p(^7-;i/= 1 0 : 1) 0 
msmi 0 (17) 

10 N- (2, 6-^7;b^-D7^r:;U7x;i/^;i/) -3 - (2- ( (3-^3=- 
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TLC : Rf 0.55 (^DD*;i/A : ^£;-;i/= 1 0 : 1) 0 

mmmio as) 

N- (2, B-^7WD7x-^;b*-^) - 3- (2- ( (3-^^ 

)]/- 1 - (4-7MD7i-;i/) r^iO a;w^-f;u) -4-7i;^r 

^^1/71-^) 7d/1>75 H 




TLC: Rf 0.59 (^DD*M : ;u= 1 0 : 1) 0 

f&gfiff] 10 (19) 

N- (2, 5-^^h^7xz;^;^) - 3- (2- ( (3-**- 

;]/- 1 - (4-7Md7i-;v) r^iO 3b;wt^;to -4-7z7Jr 
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TLC : Rf 0.52 (^DD^JI/A : 10:1), 

mmmio (20) 

N- ( (E) - 2 - 7 x -;Hr-;i/7 -3 - (2- ( (3-^ 

5 (4-7;i/to7i-;v)'W) jb/wt^e-r/iO -4-7x; 




TLC : Rf 0.78 (^DD*M ;i/=l 0 : 1) 0 

i 

■ 

io mmrni 0(21) 

N- (77>-2--fW*^) - 3- (2- ( ( (4 
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TLC : Rf 0.61 (^Dn*M : J— )V= 10: 1) 0 

m&m lo (22) 

N- (?t7i>-2-^;i/^;i/*-^) -3- (2- ( (3-.?Wl/-l 




TLC : Rf 0.62 (7 0 0*M : — ;t/= 10 : 1) 0 
mm 10 (2 3) 

n— (7-^nn^W7 7"tfy-4-^ r;i/*;i"*— ;i0 - 3- (2- ( (3 
-^f-;i/-i- (4-7MD7i-M *;w^«y;u) -4-7 
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TLC : Rf 0.56 (^dd*M : 1 0 : 1) 0 

0 (2 4) 

' N— (3, 4-i?^DD7i^M-jb) -3- (2- ( (3-^^;i/ 

5 -l - (4-7;i/tn7ir;i/) 7m) jjjwej)]/) -4-7*.;**/ 

1 




TLC : Rf 0.70 (^DD^M : *9J—)\/= 1 0 : 1) 0 

10 10 (25) 

N— (4-^h^>7ir;w;i/^;i/) -3- (2- ( (3-^71/- 1 
- (4-7;U5fP7 3ir:;u) zf^)V) >b;wt^;i0 -4-7i;#^f 
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TLC : Rf 0.61 (^nn^l/A : *9 1 0 : 1) 0 

■mm \ o (2 6) 

N- (3-^^i/7i-;^;i/») -3- (2- ( (3-^f-;i/-l- 




TLC : Rf 0.65 (^.DDWA : ;i/= 10:1) 



10 Hfigflll 0 (2 7) 

N- (2-7;Vt07zz;i/^*^V) -3- (2 - ( (3-^;i/-l 
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TLC : Rf 0.62 (^DD*il/A : 10 : 1) 0 

mmmio (2 8) 

N- 7xr;M/^z;i/) -3- (2- ( (3-pWV— 1- 

* 

* 




T 

TLC : Rf 0.59 (^nn^l/A : *$J—)\s= 1 0 : 1) «, 
IgffiflOl 0 (2 9) 

N- (3-^>7;7i^;tol/) -3- (2- ( (3-/fJl/-l- 

(4-7^D7i-;i/) *;w^^;i/) -4-7x7^^v 

7irjl/) 7*D^>75 H 
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TLC : Rf 0.59 (^nn*jl/A : 1 0 : 1) 0 

%mm\§ (3 0) 

N- (2-^DD-4-i/?y7x - ;i/^;i/7^ - -3- (2- ( (3- 
5 *?-)V-l- (4-7/VtD7i^) 7W) *;Wt^-f;i/) -4-7i 




TLC : Rf 0.61 (^DD^;i/A : ;u= 1 0 : 1) 0 

io mmmi o (3 1) 

N- (3-^ hdps>7i^;i/^;u^;u) -3- (2 - ( 

- (4-7MD7i^) *;w\*^E-r;i/) -4-7iy^>/^f 
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TLC : Rf 0,58 (^t3D*M : ^^y-;U= 1 0 : 1) 0 

mmmi o 02) 

N- (4-7h**>7*=.)\/X)]/*-)l>) -3- (2- ( (3-^5S>l/-l 




TLC : Rf 0.65 (^DD^M : **7-;u= 10:1). 
IgfifeflJl 0 (3 3) 

N- (4-7MD7xr;^;^-;v) -3- (2- ( (3 -,*3\>l>- 1 
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TL C : Rf 0.68 (^DD^VA : J—)\s= 10: 1) 0 
lii 10 (34) 

N- ( 2 - ^ D □ - 6 ^;i/7 -3- (2- ( (3- 

*^;i/-l- (4-7Wd7i-;H T^iO jb/wt^-oi/) -4-7i 




TLC : Rf 0.67 (^PD^;UA : .X*7 — ;i/= 10:1). 

mmmi o (3 5) 

N- (2- h •J7;u^-n^5 : -;i/7ai-;i/7x;i/5i>-;i/) -3 - (2- ( (3 - 
*^;i/-l- (4-7Md7i-jv) 7*5=-;i/) #;w^-oi>) -4-7x 
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TLC : Rf 0.62 (^DDtJVUA : 1 0 : 1) 0 

mmmio (3 6) 

N- (3-hij7MD^^7i-;i/^M-;V) -3- (2- ( (3- 




TLC : Rf 0.67 (^DD^M : ^^y— Jl= 1 0 : 1) 0 
HaBffJl 0 (3 7) 

N- (4-7 , Dtf;i/7^r:;i/^;^n;i/) -3- (2- ( (3-^WU-l 




570 
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TLC : Rf 0.71 (^DD^M : *$J-fr= 1 0 : 1) » 

mmm 1 o (38) 

N- (4-^vrDt:ji/7i-;i/x;^-;v) -3 - (2- ( (3-^^;i/ 

» 




TLC : Rf 0.69 (^DD^M : **y-;t/= 10: 1) 0 

10 mmmio (39) 

N- 1— f;i/*;i/#-;i/) -3- (2- ( 
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TLC : Rf 0.76 (£pp*;i/A : ^£y-;u= 1 0 : 1) . 

N- (4-7f;i/7xx;i/^;tol/) -3- (2- ( (3-^;i/-l- 

(4-7MD7I- T'f-fy) tDW^^JV) -4-7 x.J*r*/*3~)\/ 




TLC : Rf 0.71 (^DD*;i/A : *9 J— JV= 1 0 : 1) » 

mmm 1 o ( 4 1 ) 

N- (5-^WW^^f;W7x>- 2 — f -3 

- (2- ( (3-pWv-l- (4-7)Viru7 zz-))/) 73- )V) *;w^ 
-4-7x / /^^;v7x-;v) 7*d;i>7^ K 
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TLC : Rf 0.58 (^OD^ \*ZJ-Kt= 1 0 : 1) „ 

mmm 1 o (42) 

N-7i-;w^-;i/-2- (2- ( ( 3 ^)\>- 1 - 7 ^-iiy^jv) 




TLC : Rf 0.65 (ftRxfyi/ : ;b=5 : 1) . 

0 (4 3) 

N-7irW^;i/-2- (2- ( (3-^^-l-7i-;^) 

*;w*=e-f;i/) -4- (2-^^71;*^^) 7xy*s/) ^-feh 
h* 



573 
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T L C : E f 0.65 (Mfcc^ : -;i/= 5 : 1 ) » 
m&MlO (4 4) 

N - 7 x.-)lZJ]/fc-Jl- 2 - (2- ( (3-^^-l-7i^7^) 

*;w^-r;i/) -4- (2-^ y**s7*j**s*W) 7z;^) ^-fe 




TLC : Rf 0.60 (Ma^l/ : ;* — )\r= 5 : 1) „ 
Wte^B 1 0 (4 5) 

N- (5-^f/I/77>-2-^;^/V*-;i') -3- (2- ( (3-^ 
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TLC : Rf 0.80 (^DD^jVA : J— )V= 10:1). 
mm 10 (46) 

N- 3 -4frZA'*-j\') -3- (2- ( (3-^^-1 




T L C : R f 0.80 d n*k>l/A : ^ * J — J\s= 1 0 : 1 ) 0 

* 

mmmi o u 7) 

N— (77>-3-'f;^;^-;i') -3- (2- ( (3 1 - (4 
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TLC : Rf 0.78 (^nn^Jl/A : *9 J— ;i/= 1 0 : 1) 0 

mmmio (4 8) 

N- (l-^^fcfo— ;v-2->j , ;i/^;i/^-;i/) -3- (2- ( (3-p< 




TLC : Rf 0.60 (^nn^M : 1 0 : 1) „ 

mmmio (49) 

N- (3, 5-y^^A"f y*# , ;-^-4-fw») - 3- (2 
- ( (3-^^;b-i- (4-7MD7x-;v) r^i/) *;w?-t-r;i/) 
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TLC : Rf 0.80 (^DD^A : J— ;i/= 1 0 : 1) 0 

aasfluio (so) 

N-^>^;i/^;i/fc;i^-3- (2- ( l - (4-7;i/*n 




TLC : Rf 0.81 DD^JVA : * * J — ;i/= 10: 1 ) . 
Sfljgl 10 (51) ' 

N— (5-^^^;v^^y±7^^>- 1— -3- (2- 



577 
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TLC : Rf 0.66 (^no*;UA : )]/= 1 0 : 1) „ 

mmm 1 o (52) 

N- (A-T^)\/TXJy -3- (2- ( (3-^ 



H 




TLC : Rf 0.80 (^DD^A : ;i/= 1 0 : 1) 0 

(5 3) 

N- (4-^DD7ir;v»-;v) -3- (2- ( 

(4-7;i/tD7i_;i/) TWO *;w\*^E^;i/) -4-7i;^f;i/ 
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TLC : Rf 0.80 (^UO^M : *#;—)l'= 1 0 : 1) 0 
fg»]10 (5 4) 

5 N- (2-y. h^-^)^-JV7^-J\/^)\/^-Jl) -3- (2- ( (3- 




TLC : Rf 0.79 (^nn*M : J—)\>= 1 0 : i) 0 

10 

%fl5fl!l 10 (55) 

N- (3- (3 5 -t^vt7^;-;i/- l -^^) 7i_;^;i/ 

-3- (2- ( (3-^;U-l- (4-7^D7i-;V) 7"^ 
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TLC : Rf 0.79 (^DD*M : J— ;i/= 1 0 : 1) 0 
§I»J 10 (56) 

5 N- (t- h^V—JV- 5 — -3- (2- ( (3-^^;i/-l- (4- 




TLC : Rf 0.65 (S8x^ : ^ ^ y-;i/= 3 : 1 ) . 

10 

mmmi o (57) 

(2E) -n-7i-;m;i/^;v-3- (2- ( (3-^f;i/-i-7i 



580 
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TLC : Rf 0.57 (^DD^A : *$J— ;i/= 10: 1) 0 

mmm \ o (5 8) 

N- (Ki;j»-2-' T;i/) -3- (2- (4-^^;i/-2-7xr;K> 




TLC : Rf 0.35 (^*rD-> : ffi®x^-;i/= 3 : 1 ) „ 
Hi 10 (59) 

N- (^ h 7 5 — f ;U) -3 - (2- (4-^^-2-7x^1/ 
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T L C : R f 0.25 (ffi|xf;i/) „ 

mm m 10 ( 6 o ) 

N-7z^M;toV-3- (2- (2- (j-7*U>-2 — (JV) h 




TLC : Rf 0.41 :WfB.^JV=2 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.95-7.77 (m, 5H), 7.70 (brs, 1H), 7.63-7.40 (m, 7H), 
7.33-7.27 (m, 2H), 7.00-6.93 (m, 5H), 6.81 (m, 1H), 4.99 (s, 2H), 4.34 (t, J = 6.3 Hz, 
2H), 3.27 (t, J = 6.3 Hz, 2H), 2.73 (m, 2H), 2.10 (m, 2H) 0 

r 

^fefll 10 (61) 

(2E) -N- (5-7*D^-2-^ h^y^-JlXJUt^JU) - 3- (2 
- (^-7^V>-2— OM^lO -4-7iyJr^^7x^Jl/) -2 
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TLC : Rf 0.40 (^=Jpit> : fl@x?-;i/= 1 : 1 ) 0 
mum 10 (62) 

(2E) -N-7xzMW^-3- (2- (±y#\/>—2—<01/jl 
3-)]/) -4- f/M*-;iO - 2 -7'D^>7' 

* * 




TLC : Rf 0.75 (Mfcc*-*) . 
Hi 1 Q (63) 

(2E) -N- (5-/Dt-2-^ ^i/7z-;w;i/^;V) - 3- (2 

- (t7^i/>-2-^;M^) -4- (t7^-;i/-l--f;M^) 



583 
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T L C : R f 0.60 (BEfc^l') o 

mmmio (6 4) 

N-7x-;i/x;u^-;i/-3 - (2- ( (3-^f;v-l-7i-;^i/) 
ft;w\*^;i0 -4- ;i/-l--f/M*\n/) 7urty 




TLC : Rf 0.57 (^DO^l/A : /*y-;i/=9 : 1) 0 
flMlO (6 5) 

N— (5rr7\/-;i/-5-H';i>) -3- (2- (2- (±7^V>-2--Y 
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TLC : Rf 0.55 (^DD^A : :@j&=9 0:10:1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 7.86-7.74 (m, 6H), 7.52-7.33 (m, 4H), 7.06 (d, 
J = 7.4 Hz, 1H), 6.87 (s, 1H), 6.65 (d, J = 7.4 Hz, 1H), 6.23 (t, J = 2.0 Hz, 1H), 5.24 
(s, 2H), 4.19 (t, J = 6.2 Hz, 2H), 3.18 (t, J = 6.2 Hz, 2H), 2.84-2.73 (m, 2H), 2.61- 
2.52 (m, 2H)o 



mmm 1 o (66) 

n- (9- h ^ v— 5 — • r;v) - 3- (2- (2- (^-7^i/>-2— r 




TLC : Rf 0.65 (^OD*;i/A : ^^^-;i/=9 : 1) ; 

NMR (300 MHz, DMSO-d 4 ) : 6 7.84-7.68 (m, 4H), 7.51-7.20 (m, 5H), 7.13-6.87 

(m, 6H), 5.01 (s, 2H), 4.98 (m, 1H), 4.27 (t, J = 6.3 Hz, 2H), 3.20 (t, J = 6.3 Hz, 2H), 
2.85-3.18 (m, 2H), 2.61-2.55 (m, 2H) 0 



mm lo (67) 
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WO OJ/0 1(5254 



PCT/JP02/08120 



N-7ir;i/7M-;i/-3- (2- (2-7i-;i/xh^) -4- (fc* 




TLC : Rf 0.61 (^nn^l/A : ;i/= 9:1); 

NM R (300 MHz, CDClj) : d" 7.98 (d, J = 7.5 Hz, 2H), 7.73 (s, 1H), 7.66-7.48 (m, 
4H), 7.37 (d, J = 1.5 Hz, 1H), 734-7.20 (m, 4H), 6.89 (d, J = 7.2 Hz, 1H), 6.66 (s, 
1H), 6.62 (d, J = 7.5 Hz, 1H), 6.29 (t, J = 1.5 Hz, 1H), 5.24 (s, 2H), 4.17 (t, J = 63 
Hz, 2H), 3.07 (t, J = 63 Hz, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.14 (t, J = 7.5 Hz, 2H)o 

m&mio (6 8) 

N- (^h^v/— ;i/-5-> r;v) - 3- (2- (2-y^=.jv^b^>) - 

4- (fc^y— 1 —f;M *■;"/) 7i_;i/) rn/iVT^ K 



TLC : Rf 0.40 (^OD^;i/A : ^=4 : 1) ; 

NM R (300 MHz, DMSO-d 6 ) : <5" 7.77 (d, J = 2.1 Hz, 1H), 7.43 (d, J = 1-5 Hz, 1H), 

734-7.23 (m, 5H), 7.18 (d, J = 6.3 Hz, 1H), 7.07 (d, J = 7.8 Hz, 1H), 6.85 (s, 1H), 




O N'N 



6.65 (d, J = 7.8 Hz, 1H), 6.23 (t, J = 1.8 Hz, 1H), 5.24 (s, 2H), 4.09 (t, J = 6.3 Hz, 
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2H), 3.00 (t, J = 6.3 Hz, 2H), 2.75 (t, J = 7.5 Hz, 2H), 2.51 (t, J = 7.5 Hz, 2H) 0 
Hi 10 (69) 

N- (5-^D^E-2-^ -3 - (2- (2- 

7x-;i/xh^^» -4 - 7xz;i/) 7*0 




TLC : Rf 0.60 (^DD*M : ;i/= 9 : 1) ; 

NMR (300 MHz, CDCI3) : 8.13 (d, J = 2.7 Hz, 1H), 7.97 (s, 1H), 7.62 (dd, J = 
8.7, 2.4 Hz, 1H), 7.56 (d, J = 1.8 Hz, 1H), 7.40 (d, J = 1.8 Hz, 1H), 7.39-7.25 (m, 5H), 
6.95 (d, J = 8.4 Hz, 1H), 6.78 (d, J = 9.0 Hz, 1H), 6.66-6.62 (m, 2H), 630 (t, J = 2.1 
Hz, 1H), 5.24 (s, 2H), 4.17 (t, J = 6.3 Hz, 2H), 3.75 (s, 3H), 3.08 (t, J = 6.3 Hz, 2H), 
2.73 (t, J = 7.5 Hz, 2H), 2.29 (t, J = 7.5 Hz, 2H) Q 

* 

t^fflUO (7 0) 

N- (3, 4-^7MP7 - 3- (2- (2- (±7 
* 1/ > - 2 - ;W -4- (^V-^-l-'fW^V) 7i 
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TLC : Rf 0.80 (?DD*;i/A : )]/- 10: 1) „ 

mffiM 10 (71) 

N— (7-^nn^>^/7^if>-4— -3- (2- (2 
- (j-7*\s>-2-j;\s) xh^) -4- (t:7V^— ;u- i-w;m^- 




TLC : Rf 0.56 (^DD*;VA : )V= 1 0 : 1) 0 

ggfifeflllO (7 2) 

N- (3, 4-^^DD7ir;^;i/*-;i/) -3- (2- (2- (^"7^ 
V>-2— xh^» -4- (t7V-;i/-l-^MfA) 7x- 
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TLC : Rf 0.63 (£nD*;i/A : ^^y-;V= 1 0 : 1) 0 

* 

lii 10 (73) 

N- (3-^7;7i-;^^--)l/) -3- (2- (2- (±7^1/>- 
2-^;i/) :nb=^» -4- (K7^-l-'f;Mf;i') :7^-;u) 7" 




TLC : Rf 0.55 (^nm*;w> : )l= 10: 1) 0 

gjjggUJ) (7 4) 

N- ( 3 - ^ D D - 4 -^f^7 ir;i/7;^-;V) -3- (2- (2- (:*- 
7*l/>-2 -4))/) xh*^) -4- (tT7^-;U- ? 
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T L C : R f 0.59 O D*;i/£ : A $ J — ;V= 10: 1 ) 0 




M 1 0 (75) 



5 N _ ( 3 - n d - 4 - 7Md 7 - 3- (2- (2- 

(±7^l/>-2— ^h^» - 4- ?V-1 — OM^U) 




10 



T L C : R f 0.58 DD^l/A \ J — ^= 10: 1 ) 0 




flBlO (7 6) 



N- (5-70^-2-* hdPS/7x— - 3- (2- (2- 
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TLC : Rf 0.58 (^DD^VA : *$J— )]/- 10: 1) » 

mmmi o a d 

N- {5-7n^-2-* hJr^7x-;u^;i/^-;i/) -3- (2- ( (3 




TLC : Rf 0.61 (Puu*)l& :*#;—)U=l 0 : 1) 0 
HffiffllO (7 8) 

N-7i^7M-;i/-3- (2- (2-7xr;vxh^) -4-7i 
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T L C : R f 0.43 : mk^Jl- 2:1); 

NMR (300 MHz, CDC1 3 ) : 6 8.00-7.92 (m, 2H), 7.73 (brs, 1H), 7.62 (ra, 1H), 
7.56-7.48 (m, 2H), 7.35-7.24 (m, 7H), 7.00-6.90 (m, 5H), 6.82 (d, J = 7.2 Hz, 1H), 
4.99 (s, 2H), 4.26 (t, J = 63 Hz, 2H), 3.11 (t, J = 6.3 Hz, 2H), 2.77-2.72 (m, 2H), 
2.21-2.16 (m, 2H) 0 

mmm 1 o (79) 

(2E) -N- (5-^*0^-2-^ h^^7i-;^M-;i/) -3 - (2 
-^>^;i/-4- (t^V/— )\/- 1 — (Jltf-fr) 7x-;i/) -2-7D^ 
K 




TL C : Rf 0.41 (^DD^A : ;i>=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 8.18 (d, J = 2.7 Hz, 1H), 7.92 (d, J = 15.6 Hz, 1H), 
7.65 (dd, J = 8.7, 2.7 Hz, 1H), 7.55 (d, J = 1.2 Hz, 1H), 7.45 (d, J = 8.7 Hz, 1H), 7.40 
(d, J = 2.4 Hz, 1H), 7.30-7.14 (m, 4H), 7.05-7.00 (ra, 3H), 6.87 (d, J = 9.3 Hz, 1H), 
6.39 (d, J = 15.6 Hz, 1H), 6.29 (t, J = 2.4 Hz, 1H), 5.30 (s, 2H), 4.02 (s, 2H), 3.86 (s, 
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3H) 0 

mmmio (so) 

(2E) -N- {5-7V*-2-* h^J/7x^;t/*-;i/) - 3- (2 




T L C : Rf 0.43 (^*V~> : »ffix5=-;v= 1:3); 

< 

■ 

N M R (300 MHz, CD 3 OD) : d 8.04 (d, J » 2.4 Hz, 1H), 7.88 (d, J = 15.6 Hz, 1H), 
7.65-7.58 (m, 2H), 7.34-6.87 (m, 13H), 6.44 (d, J = 15.6 Hz, 1H), 5.05 (s, 2H), 4.09 
10 (s, 2H), 3.81 (s, 3H) 0 

mmmi o (8 n 

N- (5-7'D : E-2-^ h^i/?!-;^*-^) -3- (2- (±7 

^>-2-^M^) -4-7i^^^7i-;i/) 7'd;^7^ 

15 h* 
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T L C : R f 0.60 (^\*-tf-> : f^!$x^;V= 1:2) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 12.22 (s, 1H), 7.86-7.73 (m, 5H), 7.52 (s, 1H), 
7.49-7.41 (ra, 2H), 7.28-7.06 (in, 7H), 6.96-6.89 (m, 311), 5.00 (s, 2H), 4.10 (s, 2H), 
3.76 (s, 3H), 2.74 (t, J = 7.8 Hz, 2H), 2.45-2.43 (m, 2H) 0 

mmmio (8 2) 

N- (5-^n^&-2-^ Y^y^=.)\/^)]yi^-)V) -3- (2- (^ 

^v>-2—f;i/^5 : -;v) -4- (t^V— iVM^iO 7irji/) 



10 




T L C : R f 0.30 (^^> : &&x.3-»= 1:2); 
NMR (300 MHz, DMSO-d s ) : <S 12.21 (br s, 1H), 7.86-7.73 (m, 6H), 7.51-7.43 
(m, 4H), 7.22 (dd, J = 8.7, 1.8 Hz, 1H), 7.10-7.00 (m, 3H), 6.91 (dd, 8.1, 1.8 Hz, 1H), ( • 

6.23 (t, J = 2.1 Hz, 1H), 5.23 (s, 2H), 4.05 (s, 2H), 3.68 (s, 3H), 2.73-2.68 (m, 2H), 
15 2.41 (t, J = 7.2 Hz, 2H) 0 

mmm 1 o (83) . 

N— ( 3 - ^ d n - 4 - 7Mn 7 -3- (2- (2- 

(±7*V>-2 — r;i/) xhdr^) - 4- (3-^7/7i;^f;V) 

20 7 3i-;i/) ^*d;i>^^ h* 
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CN 



TLC : Rf 0.65 (^DD*W : / ^y-;i/=10 : 1) . 
Hi 10 (84) 

N— O-^Tyyi-j^-^) -3- (2- (2- (±y*ns>- 

2— -4- {2>-^TJy^.J^i/^^-)V) 7i-Jb) 7* 




CN 



TLC : Rf 0.63 (^dd*;I/A : ;i/= 1 0 : 1) 0 

mmm 1 o (85) 

N- (3, 4-^^DD7^-;i/X;i/^-;i/) - 3- (2- (2- (:h7* 
l/>-2-f;t/) ^hdrix) -4- (3-Sy^y 7x^dr^^^;i/) 7z- 
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TLC : Rf 0.62 (^DD^ : S— ;i/= 10:1) 



'MmiQ (8 6) 

5 N- (3-^Dd-4-^^1/7iz;m;1/;);-;i/) - 3 - (2 - (2 - (j- 

7#X/>-2 — xh=^» - 4- (3-^7xy^?-;v) 7 




10 



TLC : Rf 0.64 (7nn*;UA : £$J—)\,= \ 0:1) 




#810 (8 7) 



N- (7-^DD^>^7^1f>-4--f;u^;i/^x;u) -3- (2- (2 
- (^-7^l/>-2 — f;p) ih^) -4- (3->>T^7xydp.^^5 : - 
)]/) 7i-^) 7d;>'>75 K 
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p-N 




TLC : Rf 0.66 (^dd^I/A : 10: 1) 0 

mmm 1 o (88) 

N- (3, 4 -¥7)]/*U7 ^-frXJlfr-jl) -3- (2- (2- (±7 
* V>-2--r;i/) ^hip>» -4- (3-W7iy^f;i/) 7i 




CN 



TLC : Rf 0.64 (^DD^I/A : 1 0 : 1) 0 

* 

N- (5-7n^-2-^ h^^>7i-;i/7Mr:;i/) -3 - (2- (2- 

r;u) xh*^) - 4- (3-^7/7zy^f;i/) 
7i-Jl/) rn^^T^ K 
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TLC : Rf 0.65 (^DD*;i/A : 1 0 : 1) o 



mm io op) 

5 N- (3, 4-^7^n7i^jV») - 3- (2- (2-7iz 
;i/xh3^» -4- 1-4 frtf-fr) 7x-jl/) 7*0^ >t 

5. K 

Pop 




CCC 



TLC : Rf 0.41 (^dd^M : **y-;i/= 10:1) ; 

NMR (300 MHz, CDd 3 ) : <? 7.84 (m, 1H), 7.83-7.73 (ra, 2H), 7.55 (d, J = 1.8 Hz, 
1H), 7.40 (d, J = 2.7 Hz, 1H), 7.37-7.23 (m, 6H), 6.89 (d, J = 7.5 Hz, 1H), 6.67 (s, 
1H), 6.63 (d, J = 7.5 Hz, 1H), 6.29 (m, 1H), 5.25 (s, 2H), 4.20 (t, J = 6.3 Hz, 2H), 
3.08 (t, J = 6 J Hz, 2H), 2.70 (t, J = 75 Hz, 2H), 2.14 (t, J = 7.5 Hz, 2H)o 



15 ^flEfll 10 (91) 

N- (3, 4-^7;i/tn7xz;i/7;v*-;v) -3 - (2 - (2- 
y-f l— <;i/) aih^p^) -4- (v^V-fr-i-Jj]'*?- 
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9oo 




TLC : Rf 0.38 (^nn*M : *#;-)l= 1 0 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.06 (s, 1H), 8.04-7.94 (m, 2H), 7.84 (m, 1H), 7.52 
(d, J = 2.1 Hz, 1H), 7.45-7.28 (m, 5H), 7.02 (d, J = 7.5 Hz, 1H), 6.69 (d, J = 7.5 Hz, 
1H), 6.54 (s, 1H), 6.26 (m, 1H), 5.20 (s, 2H), 4.64 (t, J = 4.8 Hz, 2H), 4.15 (t, J = 4.8 
Hz, 2H), 2.71 (t, J = 8.1 Hz, 2H), 1.81 (t, J = 8.1 Hz, 2H) 0 

mmm 1 o 02) 

N- (3, 4-^7MD7ir;vx;v*-;i') -3 - (2- (2- 



9 o o 




o 



TLC : R f 0.50 (BMRx^) j 

NMR (300 MHz, CDQj) : 6 7.85-7.80 (m, 4H), 7.56-7.39 (m, 5H), 6.99 (d, J = 
7.5 Hz, 1H), 6.70-6.61 (m, 3H), 6.28 (t, J = 2.1 Hz, 1H), 5.25 (s, 2H), 4.05-3.96 (m, 
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4H), 2.75-2.69 (ra, 2H), 2.43-2.37 (ra, 2H) 0 



mmio (9 3) 

N- (3, 4-^7^tD7i-;w;i/*-;i/) -3 - (2- (2- (2H 
5 -^>\7hU7'V r -;V-2-'f;U) xK^r^) -4- 1-^ 

9 op 

^ ^ X V 





TLC : Rf 0.60 : 2 0 : 1) 



10 gMLLQ (94) 

N- (3, 4-^7MD7ix;i/7M-;i') -3 - (2- (2- (1H 
-^W hUT^— 1— f;i/) ^h^^) -4- (^V-^-l-'f 




15 TLC: Rf 0.44 (R®x?-/l/ \ J —)^~ 20:1) 
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mmm 1 o (95) 

N— (3, 4-^7Mn7i-^;i/*-;i') -3- (2- (2- (2- 
^^W-f (ft) ^b^» -4- 

5 f;M^;i>) 7x-;i/) m^TS F 

o op 

TLC : Rf 0.50 (?DD*;i/A : ;b= 9 : 1) ; 

NMR (300 MHz, CD 3 OD) : 6 7.87-7.48 (m, 6H), 7.43-7.18 (m, 3H), 6.93 (d, J = 
7.2 Hz, 1H), 6.70 (s, 1H), 6.61 (d, J = 7.2 Hz, 1H), 6.32 (t, J - 2.1 Hz, 1H), 5.21 (s, 
10 2H), 4.69 (t, J = 4.8 Hz, 2H), 4.33 (t, J = 4.8 Hz, 2H), 2.77-2.54 (m, 5H), 234-2.13 
(m, 2H) 0 

mmm i o (96) 

N- (3, 4-^7jl/tD7z-;^;i/») -3- (2 - (2 - (1H 

15 —ovJ-ft- l-j)]/) x^^» -4- (t^v-;i/- 1— r;^^ 

F 
F 




WO 03/016254 



PCT/JP02/08120 



TLC : Rf 0.63 (^DD^M : p<*y-;i/=9 : 1) ; 

NMR (300 MHz, CDClj) : 6 8.12 (s, 1H), 7.97-7.83 (m, 2H), 7.79 (d, J = 7.8 Hz, 
1H), 7.55-7.41 (m, 3H), 7.37-7.18 (m, 3H), 6.95 (d, J = 7.8 Hz, 1H), 6.66 (d, J = 7.2 . 
Hz, 1H), 6.56 (s, 1H), 6.26 (t, J = 2.1 Hz, 1H), 5.20 (s, 2H), 4.86 (t, J = 4.5 Hz, 2H), 
4.32 (t, J = 4.5 Hz, 2H), 2.82-2.69 (m, 2H), 2.42-2.29 (m, 2H) q 

mmmio op 

(2E) -N- (3, 4-^7JI/tD7i^M-;i/) - 3- (2- (2 
- {±79]/l/-2-4J\S) -4- 1— 




TLC : Rf 0.55 (Zuu-fcfyk : X*7 — ;i/= 9 : 1) ; 

NMR (300 MHz, DMSO-dj) : 6 12.46 (bis, 1H), 8.07-7.95 (m, 1H), 7.95-7.65 (m, 

8H), 7.55-7.35 (m, 5H), 6.98 (s, 1H), 6.72 (d, J = 7.2 Hz, 1H), 6.68 (d, J = 15.9 Hz, 

1H), 6.25 (t, J = 2.1 Hz, 1H), 5.32 (s, 2H), 4.28 (t, J = 7.2 Hz, 2H), 3.28 (t, J = 7.2 Hz, 

2H) 0 

■ 

mmm 1 o ( 9 8 ) 

N- (3, 4-i?7)]/*U7 3L-)VZ)],*-)],) -3- (2- (2- (^7 

^i/>-2-^;i/) ihdp^/) -4- (4-^;i/t?^^>- r— f/M 
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Poo 




TL C : Rf 0.47 (^DD^l/A : S— ;b=3 : 1) 0 

mmm 1 o ( 9 9 ) 

N- (3, t-*J7 ))/-*U7 ^=.)VX)V*-)]/) -3- (2- (2- {±7 
*l/>-2--f;i/) xh*^) -4- (4-T-fe^t^7^>- 1— 



Poo 




TLC : Rf 0.33 (7nn*;b£ : ^^y— ;i/= 1 0 : 1) 0 

mmm 1 o ( 1 o o ) 

N- (3, 4-^7/l/tD7i-;Wl/*-/l/) -3- (2- (2- (^7 
*U>-2-^;i,) xh^) -4- ( : E/^';>-4-'f;M^) 7jc 
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TLC : Rf 0.57 (ff8x^;i/ : 1 0 : 1) 0 

mmm i o (ion 

N- (3, 4-^7MD7i-;^^;b) -3- (2- (2- (±7 
*l/>-2--f;i/) iF^) -4- (KUS;>-3— ; 



Poo 




TLC : Rf 0.50 (WFWt^Jl) • 
fgj&ffi) 10 (10 2) 

N-7i-;^;i/*r;H2- (2- (2- (^7^ l/>- 2 — fjl) 
^) -4- 1— ()V*m) 7i-il/) T-bh^^h* 
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TLC : Rf 0.50 : R®x^= 1:3).. 

mmmio go 3) 

5 N - 7 iz/bX/V*-/!'- 4 - (2- (2- (±7* V>- 2 ->T;i/) ^ h 

■ 

-4- r;^^;i/) 7^-;io 7**>t*^k 




TLC : Rf 0.49 (7DD*;t/A : **7— ;i/=9 : 1) ; 
{ N M R (300 MHz, CDClj) : 6 8.00 (d, J = 6.9 Hz, 2H), 7.86-7.76 (m, 3H), 7.70 (s, 

10 2H), 7.64-7.36 (m, 7H), 6.91 (d, J = 7.8 Hz, 1H), 6.71-6.65 (m, 2H), 6.28 (dd, J = 1.8, 
1.8 Hz, 1H), 5.25 (s, 2H), 4.23 (t, J = 6.6 Hz, 2H), 3.21 (t, J = 6.6 Hz, 2H), 2.42 (t, J 
= 7.2 Hz, 2H), 1.80 (t, J = 7.2 Hz, 2H), 1.59 (m, 2H) 0 

mmmi o g o 4) 

15 N- (3, '4-y7/I/ta7xrM;i/*-/l/) -4- (2- (2- (^7 
*U>-2—Ol) xh3^» - 4- (VrV-fr- 1-4 7 x. 
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TLC : Rf 0.56 (^nn^M : J— )l=9 : 1) ; 
NME (300 MHz, DMSO-d,) : 6 7.98-7.65 (m, 8H), 7.50-7.40 (m, 4H), 6.90 (d, 
J = 7.8 Hz, 1H), 6.84 (s, 1H), 6.63 (d, J = 7.8 Hz, 1H), 6.23 (dd, J = 2.1, 2.1 Hz, 1H), 
5.23 (s, 2H), 4.16 (t, J = 63 Hz, 2H), 3.15 (t, J « 63 Hz, 2H), 2.34 (t, J = 7.5 Hz, 2H), 
2.14 (t, J m 7.5 Hz, 2H), 1.55 (m, 2H) 0 

mmm 1 o ( 1 o 5 ) 

N— (^»;^>-3->f;i/^;u^-;b) -3- (2- (2- 

2-^;i>) -4- {\Z5V—fl/-l-<{ 7i-M 7* 




TLC : Rf 0.49 (^DD*M : ^*y-;V=l 0 : 1) 0 
Hflgff] 10 (10 6) 
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N- ( 1 -tf-Jltn-jl-Z-J JlXJl-fc-fr) -3- (2- (2- (± 

7*b>-2— f x^i/) -4- (^7V-jv-i-^;^f;i') 7 




5 TLC : Rf 0.70 (^Ptf^A : — ))/= 1 0 : 1) 0 
HHgiJ 10 (10 7) 

N- (4-^^;u5=-t^-;p-2— - 3- (2-02- (J- 
7^i/>-2-^;u) xh^» -4- (t7V-;v-i-^;M^) 7 

10 x-;i/) 7u;i>7$ K 




TLC : Rf 0.52 (^OD^M : *9J—fr= 1 0 : 1) 0 

mm io (108) 

15 N- (3, 5 - V WHl'- 4 --f ;w;^x;v) - 3- (2 

- (2- (±79\y>-2-^;v) i^i/) -4- 1 

7ix;v) t*d^>t^ k 
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TLC : Rf 0.71 (^DP*;i/A : *#;—)l= 1 0 : 1) 0 

m&m lo (io9) 

N- (^U^>-2— i )}/*=.)}/) -3- (2- (2- {i-7$vy- 




TLC : Rf 0.51 (^nn*;i/A : *#j—)\,= 10:1)'. 
I^feff] 10 (110) 

N- ( 1 — ^ ^Iz-Y ^ W—JV- 2 —- - 3- (2- (2- 

(^-7^i^>-2--r;i/) 3ih^$/) -4- (tf5^-;i/-l-^;i/^5=-;u) 
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TLC : Rf 0.48 (^DD*W : 1 0 : 1) 0 

mmm 1 o ( 1 1 1 ) 

N-7i-j^;b«-2- (2- (i-y 9 V > - 2 - -Y ^h^) 

ft 

-4- r;v^^;u) ^>X7^ h* 




TLC : Rf 0.66 (^DD^/I/A : J-ft= 19:1) ; 
NMR (300 MHz, CDCI3) : 6 10.35 (bs, 1H), 7.99 (d, J = 8.4 Hz, 1H), 7.93-7.78 
(m, 6H), 7.61-7.28 (m, 8H), 6.84 (d, J = 8.1 Hz, 1H), 6.78 (s, 1H), 6.31 (t, J = 2.1 Hz, 
1H), 5.31 (s, 2H), 4.47 (t, J = 6.3 Hz, 2H), 3.42 (t, J = 6.3 Hz, 2H) 8 

fg»J 10 (112) 

N- (5-^^;u77>-2 — f;i/^;v^-;b) -3- (2- (2- (^7 
^i/>-2-^f;i/) ^h=^» -4- (K7V-;v-i--f;Mf;i') 7^ 
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T L C : Rf 0.40 (^=¥tf-> : 1:1); 

NMR (300 MHz, CDQj) : 6 7.88-7.77 (m, 4H), 7.68 (brs, 1H), 7.54 (d, J = 1.5 
Hz, 1H), 753-7.45 (m, 2H), 7.42-7.36 (m, 2H), 7.16 (d, J = 3.6 Hz, 1H), 6.97 (d, J = 
8.1 Hz, 1H), 6.67-6.65 (m, 2H), 6.27 (t, J = 2.1 Hz, 1H), 6.11 (d, J = 3.3 Hz, 1H), 
5.24 (s, 2H), 4.24 (t, J = 63 Hz, 2H), 3.23 (t, J = 6.3 Hz, 2H), 2.74 (t, J = 7.5 Hz, 2H), 
2.34 (s, 3H), 2.17 (t, J = 7.5 Hz, 2H) 0 



flil 0 (113) 

n- (77>-3-^;i/7;^r;i/) -3- (2- (2- (^-7^i/>-2 

— f;iz) :rh^» -4- (frtf-fr) 7x^) 7*D 




T L C : R f 0.30 (^i^ : MfcxSM/s 1:1) ; 

NMR (300 MHz, CDa 3 ) : 6 8.01 (m, 1H), 7.87-7.77 (m, 4H), 7.69 (brs, 1H), 7.54 

(m, 1H), 7.53-7.44 (m, 2H), 7.41-7.37 (m, 3H), 6.92 (d, J = 7.5 Hz, 1H), 6.67 (d, J = 
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1.5 Hz, 1H), 6.65-6.61 (ra, 2H), 6.28 (t, J = 2.1 Hz, 1H), 5.24 (s, 2H), 4.25 (t, J = 6.3 
Hz, 2H), 3.23 (t, J = 6.3 Hz, 2H), 2.73 (t, J = 7.5 Hz, 2H), 2.09 (t, J = 7.5 Hz, 2H) 0 

mmm 1 o c 1 1 4) 

N- (ft7i>-3 — i -3- (2- (2- (±7*l/> 

-2-^;i/) xh^) -4- i—f;M3Vi/) 7iz;v) 




T L C : R f 0.35 (^t^ : K®i*\H/= 1:1) ; 
N M R (300 MHz, CDC1 3 ) : d 8.10 (dd, J = 3.0, 1.5 Hz, 1H), 7.87-7.77 (m, 4H), 
7.68 (brs, 1H), 7.54 (m, 1H), 7.52-7.45 (m, 2H), 7.41-7.30 (m, 4H), 6.89 (d, J = 7.8 
Hz, 1H), 6.67 (brs, 1H), 6.62 (d, J = 7.8 Hz, 1H), 6.28 (t, J = 2.1 Hz, 1H), 5.24 (s, 
2H), 4.24 (t, J = 6.3 Hz, 2H), 3.23 (t, J = 6.3 Hz, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.09 (t, 
J = 7.5 Hz, 2H) 0 

mmiO (115) 

N- (2, h^ri/7x-;i/^;i/^-;i/) -3- (2- (2- (^-7 

^i^>-2--r;i/) xh=^» -4- (t7V'-;v-i— f;M^) 7i 
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TLC : Rf 0.26 : ff^x^;i/= 1:1) ; 

NMR (300 MHz, CDClj) : 6 8.16 (brs, 1H), 7.86-7.76 (m, 3H), 7.67 (brs, 1H), 
7.54-7.52 (m, 2H), 731-7.43 (m, 2H), 7.39-7.35 (m, 2H), 7.05 (dd, J = 9.3, 3.0 Hz, 
1H), 6.94 (d, J = 7.2 Hz, 1H), 6.80 (d, J = 9.1 Hz, 1H), 6.65-6.62 (m, 2H), 6.27 (t, J = 
2.1 Hz, 1H), 5.23 (s, 2H), 4.18 (t, J = 6.6 Hz, 2H), 3.78 (s, 3H), 3.67 (s, 3H), 3.19 (t, 
J = 6.6 Hz, 2H), 2.74 (t, J = 7.5 Hz, 2H), 2.33 (t, J = 15 Hz, 2H) 0 

• nflfigai o (i i 6> 

N— h^>y^~)ix;^-jv) -3- (2- (2- 
-l-4)V) ^h^>) -4- (^7^- 1 — r^*^) 




TLC : Rf 0.34 : 1 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.87-7.76 (m, 6H), 7.67 (brs, 1H), 7.53 (m, 1H), 

152-1 AS (m, 2H), 7.40-7.37 (m, 2H), 6.95-6.88 (m, 3H), 6.66 (brs, 1H), 6.62 (d, J = 
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7.2 Hz, 1H), 6.28 (t, J = 2.1 Hz, 1H), 5.24 (s, 2H), 4.23 (t, J = 6.3 Hz, 2H), 3.84 (s, 
3H), 3.21 (t, J = 6.3 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.07 (t, J = 7.5 Hz, 2H)» 

rnmmio (in) 

N- (3, 4-y7JWn7i-;V7;t/») - 3- (2 - 
^rWl/sMr^x h^rSy) -4 - ( 1 -^;k*?-;i/) 7i^) 



Poo 




TLC : Rf 0.63 (^DD*M : ^^^-;i/=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.64-7.56 (m, 2H), 7.54 (d, J = 1.2 Hz, 1H), 7.40 (d, 
J = 1.8 Hz, 1H),7.20 (m, 1H), 6.88 (d, J = 7.8 Hz, 1H), 6.62 (d, J = 7.8 Hz, 1H), 6.57 
(s, 1H), 6.28 (dd, J = 1.8, 1.2 Hz, 1H), 5.25 (s, 2H), 4.10 (m, 2H), 3.91 (m, 2H), 3.45 
(m, 1H), 2.86 (t, J = 6.9 Hz, 2H), 2.71 (t, J = 6.9 Hz, 2H), 2.05 (m, 2H), 1.80 (m, 2H), 
1.42-1.15 (m, 6H) 0 

HftfSff] 10 (118) 

N- (3, 4-^7MD7i-Jl/X;i/«) -3- (2- (2- (t:^ 

ys»-l — f;i/) ^h^» -4- (t:^^— l-'T^^v) 7 = 
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Poo 




TLC : Rf 0.3S (^DD^M : *$J— ;i/= 9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.63-7.56 (m, 2H), 7.53 (d, J = 2.1 Hz, 1H), 7.40 (d, 
J = 2.1 Hz, 1H), 7.15 (m, 1H), 7.10 (d, J = 7.8 Hz, 1H), 6.80 (d, J = 7.8 Hz, 1H), 6.62 
(s, 1H), 6.28 (dd, J = 2.1, 2.1 Hz, 1H), 5.27 (s, 2H), 4.18 (t, J = 5.1 Hz, 2H), 3.50 (t, J 
= 5.1 Hz, 2H), 3.24 (brs, 4H), 2.91 (m, 2H), 2.46 (m, 2H), 2.15-2.00 (m, 4H), 1.65 
(m,2H) e 

mmiO (119) 

N-7zz;^M-;i/-3- (2- (2- ( 3 -* h^r^ >"Mn/7$. 

j) x>^) -4- 1— 7^-^) t"d^ > 

75. K 




o 



T L C : R f 0.50 ; 

NMR (300 MHz, CDC1 3 ) : 6 11.00 (s, 1H), 8.01-7.98 (m, 2H), 7.61-7.32 (m, 8H), 
7.09-7.05 (m, 1H), 6.97 (d, J = 7.5 Hz, 1H), 6.76-6.59 (m, 3H), 6.28 (t, J = 2.1 Hz, 
1H), 5.24 (s, 2H), 4.03-4.00 (m, 2H), 3.95-3.90 (m, 2H), 3.87 (s, 3H), 2.75-2.70 (m, 
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2H), 2.42-2.36 (ra, 2H)o 



mm 1 o (12 0) 

N- (3, 4-^7/VtD7irM/to>) - 3- (2- (2 - (3- 
7i-/P) 7"o/*>7$ h* 




T L C : R f 0.50 (ftSx^V) ; 

NMR (300 MHz, CDa 3 ) : d 11.45 (s, 1H), 7.86-7.81 (m, 2H), 7.55-7.22 (m, 6H), 
7.11-7.07 (m, 1H), 6.99 (d, J = 7.5 Hz, 1H), 6.70-6.58 (m, 3H), 6.28 (t, J = 2.1 Hz, 
1H), 5.25 (s, 2H), 4.06-3.94 (m, 4H), 3.88 (s, 3H), 2.74-2.69 (m, 2H), 2.42-2.36 (m, 
2H) 0 



mm i o (i2n 

N- (3, 4 -^7MD7xz;WM-JV) -3- (3- (3-7ix 

;urD^^) - 4- i--f;^^;w) 7xz/i/) 7*dm> 

h* 
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TLC : Rf 0.50 (*DD*;i/A : **J—ft=l 0 : 1) 



ttEfltllO (12 2) 
N- (3, 4-y7WD7i-;i/X;i/^V) - 3- (3- (3- (±7 
5 #V>-l-<OV) 7U^^» -4- (XvV-fy-rl-' f 7 




. » 
\ 



TLC : Rf 0.53 (^DD^l/A : ^^^-;i/=10 : 1) 



io mmm 1 o (123) 

N-7xn;u^;i/7^-;i/-3 - ( 2- ( (t7^l/>-l--f;M^V) * 

;wt^;u) -4- (t^y— 1— f;M5^;v) 7i-;i/) /n^>7 

5. F 




15 TLC : Rf 0.51 (£ddtM/A : **y-;i/=l 0 : 1) 



MID (12 4) 
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N- (3, 4-^7M07x-;WM-;i/) -3- (2- ( {y-y^V 




TLC : Rf 0.51 (^DO^VA : J— )\s= 10:1) 



M 1 0 (12 5) 



N-7*-;v^;i/^;v-3- (2- ( (^7*i/>-2 -> f;M*-;i>) * 




T L C : R f 0.30 D : p< * ^ -;i/= 10:1) ; 
N MR (300 MHz, DMSO-d 6 ) : d> 8.96 (t, J = 5.7 Hz, 1H), 7.94-7.41 (m, 14H), 7.21 
(s, 1H), 7.11 (s, 2H), 6.29 (t, J = 1.8 Hz, 1H), 5.32 (s, 2H), 4.57 (d, J = 5.7 Hz, 2H), 
2.81 (t, J = 7.4 Hz, 2H), 2.54 (t, J = 7.4 Hz, 2H) 0 



617 
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mmm i o c i 2 6) . 

N- (3, 4-^7MD7i-/^/V^-;i') -3 - (2- ( 0-7$]/ 

>-2— OM^i/) *;w^-f;i/) - 4- (tr^^-^-l— -OM^i/) 



F 




TLC : Rf 0.28 (^DD*M : J— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-d,) : 6 8.98 (t, J = 5.7 Hz, 1H), 8.00-7.64 (m, 8H), 
7.57-7.42 (m, 4H), 7.28 (s, 1H), 7.20-7.10 (m, 2H), 6.28 (t,. J = 2.1 Hz, 1H), 533 (s, 
2H), 4.57 (d, J = 5.7 Hz, 1H), 2.83 (t, J = 7.1 Hz, 2H), 2.57 (t, J = 7.1 Hz, 2H)o 

HflteMl 0 (12 7 ) 

N-7i-/M/tov-3- (2- (^>^;i/*;wn*^-y;u) -4- (t 
;u-l — f;M^-;u) 7i-/v) 7u;*>7$. k 




TLC : Rf 0.67 (^DD^;UA : ^^^-;i/=9 : 1) ; 

618 
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NMR (300 MHz, DMSO-d 6 ) : 6 12.10 (brs, 1H), 8.84 (t, J = 6.0 Hz, 1H), 
7.90-7.88 (m, 2H), 7.81 (m, 1H), 7.71 (m, IK), 7.63-7.57 (m, 2H), 7.45 (brs, 1H), 
7.27-7.21 (m, 6H), 7.08 (brs, 2H), 6.27 (t, J = 2.1 Hz, IK), 5.29 (s, 2H), 4.37 (d, J = 
6.0 Hz, 2H), 2.77-2.72 (m, 2H), 2.50-2.45 (m, 2H) 0 

HaSflllO (12 8) 

N- (3, 4-^7MD7i-;^;v«) -3- (2- (^>i^;i/* 

-4- (t^\7-;i/-l — f;Mf;i/) 7i-ji/) tuj^t 

3; K 



F 




TLC : Rf 0,64 (^DD*M : — ;i/= 9 : 1) ; 

NMR (300 MHz, DMSO-d 4 ) : 6 12.30 (brs, 1H), 8.86 (t, J = 6.3 Hz, IK), 7.93 (m, 

IK), 7.82-7.66 (m, 3H), 7.45 (brs, 1H), 7.31-7.20 (m, 6H), 7.15-7.08 (m, 2H), 6.26 
(m, IK), 5.29 (s, 2H), 4.38 (d, J = 6.0 Hz, 2H), 2.19-2.74 (m, 2H), 2.54-2.49 (m, 2H) o 

fgffiffj 10 (12 9) 

N- (3, 4-y7MD7i-W^-;V) -3- (3- (3- (±7 

^i/>-2-^;i/) 7*D^dr^) -4- (£7\/-;u- 1 -> r;M^;i/) ? 
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TLC : Rf 0.51 (£DPJfr;i/A : J— ;i/= 9 : 1) ; 
NMR (300 MHz, CDd 3 ) : d 9.22 (brs, 1H), 7.90-7.70 (m, 5H), 7.60 (s, 1H), 7.51 
(d, J = 1.5 Hz, 1H), 7.50-7.40 (m, 3H), 7.40-7.20 (m, 2H), 6.82 (d, J = 7.8 Hz, 1H), 
6.48 (s, 1H), 6.47 (d, J = 7.8 Hz, 1H), 626 (t, J = 1.8 Hz, 1H), 5.29 (s, 2H), 3.90 (t, J 
= 7.5 Hz, 2H), 2.91 (t, J = 7.5 Hz, 2H), 2.76 (t, J = 7.5 Hz, 2H), 237 (t, J = 15 Hz, 
2H), 2.30-2.10 (m, 2H)» 

jgffifflll 0 (13 0) 

N-7zz;^;^-;i/-3- (2- ( 1 - (3, 

W7i-^) -4- (v^V-jv- l -- f ;Mf 




TLC : Rf 0.65 (^DD*;i/A : ^<^y-;i/= 1 0 : 1) 0 
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mmm 1 o ( 1 3 1 ) 

N- (3, 4-^7;i/2l-n7x-;i/^;i/^-;u) -3- (2- ( (3-^f- 

(3 3 5 -^^;i/7i-;i/) y^-)^) hdw^j/]/) -4- {y. 




TLC : Rf 0.62 (£DDtf>;i/A : ;i/= 10:1). 

mmm 1 o (132) 

N-7irj^;^- 3 - (2- ( (3 1- (3, 5 -V* 

h J f^>7x-ji/) -4- (tr^i/— 1— < ;m 

3-)V) 7i-;i/) ro^t>7'^K 




TLC : R f 0.64 n D*;]/£ : 1 0 : 1 ) 0 
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mmmio (133) 

N- (3, 4-^7;i/tH7i-M^-;i/) -3- (2- ( (3-p<^ 

(3, 5-^.* h=¥->7xr.;i/) *;w^^f;i/) -4- 

7x-;i/) 7p^>ts: h* 



5 




TLC : Rf 0.62 (^DD^l/A : ;>?*7-;i/=l 0 : 1) o 

mmmi o (134) 

(2E) -N- (3, 4-y7MD7ir;i/7Mr;i/) - 3- (2 - (2 
10 - (±7*U>-2— f;i>) xh=lr^) -4- (4 -TMz^VtT^^V- 

■ 

1— f;M5^;i/) 7oi-;v) -2-7*D^.>7'^h* 




TLC : Rf 0.58 (^DD^Jl/A : ;><*7-;u= 1 0 : 1) . 
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mmio (13 5) 

(2E) -N-7i-/W/V*-/V-3- (2- (N-<*>i»V7>lUft=.)V 

-n-tf-jurss) -4- (vf^y— f;wf^) 7x-;v) - 

5 2-7 , P^>7>^h* 




TLC : Rf 0.45 (^Dn*M : *9J—ft= 10:1). 



(13 6) 

10 (2E)-N-(3, 4 - ^7MD 7 ir;i/X/l/*-/l/) - 3 - ( 2 - (N 

^5=-;w) 7i-/b) -2-7*p^>r^ h* 



15 




TLC : Rf 0.49 (7DD^A : *9J—fr= 10:1) 



mmio (13 7) 

N- (3, 4-^7^tn7i^7M=;V) -3 - (2 - ( (2 - (± 

7^i/>-i-^) -4- 1— 



623 
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Poo 




TLC : Rf 0.44 (^DO*M : **y-;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d„) : 6 12.3 (s, 1H), 9.90 (s, 1H), 8.12 (m, 1H), 7.96- 
7.40 (to, 11H) 7.27 (s, 1H), 7.06 (d, J = 8.1 Hz, 1H), 6.87 (d, J = 8.1 Hz, 1H), 6.22 
(dd, J = 2.1, 1.8 Hz, 1H), 5.2l'(s, 2H), 4.13 (s, 2H), 2.68 (m, 2H), 2.40 (m, 2H) 0 



Ml 0 (13 8) 



N- (3, 4-^7;i/tD7i-;^;i/») -3- (2- (2- 

7i>-2 — r;io xb^» - 4- (K7 x ;-;i'-i-'f;w^v) 



N' S W F 




T L C : R f 0.27 : B«x?-;i/= 1:1) 




001 0 (13 9) 



N- (3, 4-y7MD7i-;^^-^) -3- (2- (2- (f-^- 

7^>-3—f;v) xh^>) -4- (tr5V-;u- i — f^^iO 
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T L C : R f 0.28 : »ixf;v= 1:1) 



V 



15 



sflsgg i o (14 0) 

N- (^h7^-;i/-5-^;U) -3- (2- ( (3-^^-1- (3, 

5-^^f-;i/7zz;i/) ^;i/) #;w^E^;i/) -4- (2-^nn-5 - 



O HN 




■ 

10 TLC : Rf 0.33 (?DD*;i/A : JV= 1 0 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.62 (s, 1H), 7.44 (m, 1H), 7.34-7.22 (m, 2H), 6.98 
(s, 2H), 6.88 (s, 1H), 6.79 (s, IK), 6.76 (d, J = 8.1 Hz, 1H), 6.34 (d, J = 8.4 Hz, IK), 
5.24 (m, 1H), 5.09 (s, 2H), 3.24-2.98 (m, 2H), 2.94-2.7 2 (m, 2H), 2.32 (s, 3H), 2.28 



(s, 6H), 1.90-1.50 (m, 3H), 1.06-0.97 (m, 6H) 0 



miO (14 1) 
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N- (3, 4-^7MD7i-/^/I/») -3 - (2 - ( (3-^^ 

(3, 5-^^^-;V7x-;i/) #;w\*^;u) -4- (2 

-^dd-5-^^7i;^^;i/) 7i-/i/) rp^yr^K 




TLC : Rf 0.57 (7nn*M : ^^y-;w= 10:1) ; 

NMR (300 MHz, CDa 3 ) : 6 7.70-7.55 (m, 3H), 735 (d, J = 8.1 Hz, 1H), 

731-7.24 (m, 1H), 7.21-7.10 (m, 2H), 6.99 (s, 2H), 7.00-6.92 (m, 1H), 6.82 (s, 1H), 

6.77 (d, J = 8.1 Hz, 1H), 6.28 (d, J = 8.4 Hz, 1H), 5.21 (m, 1H), 5.09 (s, 2H), 3.02- 

2.81 (m, 2H), 2.67-2.52 (m, 2H), 2.34 (s, 9H), 1.90-1.45 (m, 3H), 1.02 (d, J = 6.0 Hz, 

6H)o 



M 1 0 (14 2) 



N- (3, 4-y7MD7i-/W/^-/V) -2- (2- (2- (^7 
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TL C : Rf 0.34 (^DO^t/A : J— ;U= 10:1) ; 

NMR (300 MHz, CDC1,) : 6 7.86-7.66 (m, 6H), 7.57 (d, J = 1.8 Hz, 1H), 

7.49-7.38 (m, 4H), 730-7.13 (m, 2H), 6.82-6.75 (m, 2H), 6.30 (t, J = 2.1 Hz, 1H), 

5.31 (s, 2H), 4.44 (s, 2H), 4.36 (t, J = 6.6 Hz, 2H), 3.85 (s, 2H), 3.27 (t, J = 6.6 Hz, 

2H)o 



0!l 1 0 (14 3) 



N- (3, 4-^7MD7i-J^;^-A) - 3- (2- (2- (^"7 




TLC : Rf 0.52 (^DD*M : : 1) ; 

NMR (300 MHz, DMSO-d t ) : 6 8.31 (s, 1H), 7.86-7.73 (in, 5H), 7.62 (m, 1H), 
7.51-7.42 (m, 4H), 7.04 (d, J = 8.1 Hz, 1H), 6.99 (brs, 1H), 6.80 (d, J = 8.1 Hz, 1H), 
4.22-4.18 (m, 2H), 3.97 (brs, 2H), 3.23-3.19 (m, 2H), 2.69-2.64 (m, 2H), 2.55 (s, 6H), 
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2.26-2.20 (m,2H) 0 

N- (3, 4-^7Mn7i^x;i/^;i/) -3- (2- {Z-i/tn 
5 ^i/^u-ft**/) -4- (t^/— 1 -- f/M*-;iO 7i-;v) 7* 




TLC : Rf 0.60 (^DD*M : ;U= 9 : 1) ; 

N M R (300 MHz, CDC^) : 6 8.86 (br s, 1H), 7.83-7.72 (in, 2H), 7.54 (d, J = 2.1 
10 Hz, 1H), 7.42 (d, J = 2.1 Hz, 1H), 7 .32-7.23 (m, 1H), 6.88 (d, J = 7.8 Hz, 1H), 6.66 (s, 
1H), 6.61 (d, J = 7.8 Hz, 1H), 6.30 (t, J = 2.1 Hz, 1H), 527 (s, 2H), 3.88 (t, J = 6.6 
Hz, 2H), 2.82 (t, J = 7.2 Hz, 2H), 2.50 (t, J = 7.2 Hz, 2H), 1.78-1.69 (m, 7H), 130- 
1.19 (m, 6H), 0.94-0.84 (m, 2H) o 

■ < » 

15 flflfeffJ 10 (14 5) 

N- (3, 4-^7;M-n7:cr:;i^;W^;u) -3- (2- (2-7i; 

dp>>aih^^) -4- (K7^-;i/-l-'f;M^l/) 7x-;i/) 7D;^ 
7S K 



WOO J/0 1 6254 PCT/JP02/08120 




TLC : Rf 0.60 (^DP*M : J— ;U=9 : 1) ; 
N M R (300 MHz, CDC1,) : 6 8.95 (br s, 1H), 7.64-7.54 (m, 3H), 7.42 (d, J = 2.1 
Hz, 1H), 7.36-7.30 (m, 2H), 7.24-7.15 (m, 1H), 7.06-6.93 (m, 4H), 6.70-6.66 (m, 2H), 
6.29 (t, J = 2.1 Hz, 1H), 5.28 (s, 2H), 438-4.35 (ra, 2H), 4.30-4.28 (m, 2H), 2.84 (t, J 
= 7.2 Hz, 2H), 2.52 (t, J = 7.2 Hz, 2H)„ 

mmm 1 o ( 1 4 e ) 

N- (3, 4-^7MD7i-;i/X;i/«) - 3- (2- (2- (±7 
#U>-2-' (fr) -4- 




TLC : Rf 0.42 : : ^ ^ ^ — ;u= 2 : 6 : 1 ) o 

HiBffllO (14 7) 

N- (3, 4-^7MD7x^^-;V) -3- (2- (2- (^7 
^l/>r2-^).xh^) -4-^>^;i/7^7i-;i/) 7*n/\-> 
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TLC:Rf 0.50 (9 OD*;VA : A 9 J —/U= 19 : Do 
5 HMffl 10 (14 8) 

N- (3, 4-^7;^D7i-;i/x;i/^-;i/) -3 - (2- (2- {±y 
# 1/^-2-4)1') j^h^is) -4-7 x-;^;i/^-;i/7 ^ 7 x-;i/) 




10 T L C : R f 0.38 (7 DD^A : 7 7 — ^= 9:1). 
SHil 10 (14 9) 

N- (3, 4-^7MD7i-WM-;v) -3- (2- (2- (^-7 
7V>-2--f;i/) xh^» -4-/WV7xr;v) 7D^>7-^ 

15 K 
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TLC : Rf 0.29 (#UVft)VA : £9 J— ^=9 : 1) o 



fl>l 1 0 (15 0) 



N- (3, 4-^7Mn7z-K;V») -3 - (2- {±7#l<> 
-l-f/PAWWF^) -4- {V5V-fr-l-<{/U*?')V) 




10 



TLC : Rf 0.44 : lffixf;v : * * ^ 2:6:1) 



flKgd l o (15 1) 

N- (3, 4-^7Mn7xr;i/^;i/*r;v) -3 - (2- (^>^;i/# 
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TLC : Rf 0.37 : ff8xf;i/ : *$;-)V=2 : 6 : 1) 



m 1 0 (15 2) 



5 N- (3, 4-^'7WD7ir;i/7/^-/l/) -3 - (2 - (2- (3- 




10 



TLC : Rf 0.40 : WfSL^J^ : * Z J -)]/= 2:6: 1 ) 



fltf 1 0 (15 3) 

N- (3, 4-^7/l/tD7x-/l/7/V*-;i/) - 3- (2 - (2 - (3- 
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Poo 




T L C : R f 0.44 : fi^x^;i/ : * 2 : 6 : 1 ) „ 

rnmmio (is 4) 

■N- (3, 4-^7;i/tD7 -3- (2- (3-7i- 
;i/:70#^» -4- (\£5V—JU-1 ft) 7izjl/) 7*p;^> 
7^ K 



O O 




TLC : Rf 0.77 (^np*M : **;—)V=l 0 : 1) « 
mMMlO (15 5) 

N-.C3, 4-^7MD7x-;W;t/*-;i/) -3- (2- (4-7i- 
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TLC : Rf 0.76 (^UD*M : *#y—;v= 1 0 : 1) 0 

HflSM 10 (15 6) 
5 (2E) -N- (3, 4-y7;i/tD7z^j^-;i,) -3- (2- (2 
- (±y^U>-2— :nh*>» -4- ( 2 -**V Kn U 1 
— fW^) 7i-jP) - 2 -7"D'<>7^ K 




TLC : Rf 0.70 (^DD*M j J—)],= l 0 : 1) «, 
HM) 10 (15 7) 

N- (3, 4-^7;i/tD7x-;i/7M-;i/) -3- (2- (2- (3- 

(tr^U^>-l-^;i,) 7x-;i/) jihdp^) -4- (fc^y-;u- 1- 
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[7'JH*] 

T L C : R f 0.45 : SKx^= 1:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.74-7.68 (m, 2H), 7.55 (s, 1H), 7.40 (d, J = 2.1 Hz, 
5 1H), 7.27-7.19 (m, 2H), 6.95-6.93 (ra, 2H), 6.85 (s, 1H), 6.77 (d, J = 7.5 Hz, 1H), 
6.66-6.61 (ra, 2H), 6.29 (t, J = 2.1 Hz, 1H), 5.26 (s, 2H), 4.21 (t, J = 6.0 Hz, 2H), 
3.25-3.22 (m, 4H), 3.03 (t, J = 6.0 Hz, 2H), 2.66 (t, J = 7.5 Hz, 2H), 2.15 (t, J = 15 
Hz, 2H), 1.76-1.70 (m, 4H), 1.64-1.58 (m, 2H) 0 

10 TLC:Rf 0.50 (n-^^> : lii^ 1 : 2) • 

^jfe^J 10 (15 8) 
(2E) -N- (3, 4-^7MD7i-^;^-;i/) -3- (2- (2 

15 -7*D^>7*^ K 

o o 
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TLC : Rf 0.71 (^DD^VA 1 0 : 1) 0 

iiiiod 5 9) 

N- (3, 4-^7 7^07 -3- (2- ( (3-^^ 
5 (3, 5-^^71^) tiJW^sni) — 4 — (^E 

;u*'j>-4 — f;M^;u) 7iz;0 7*o^>t^ K 




TLC : Rf 0.48 {J§m^)V : ^ * ^ -;u= 1 0 : 1) 0 

io rnrnmio a so) 

N- (3, 4-^7;v^-D7oi^;i/^;i/^;u) - 3- (2 - ( (3-p<^ 

;p-l- (3, 5-y^f;i/7i-;i/) 7^;i/) *;w^-<;i/) -4- (3 
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TLC : Rf 0.29 : R®x 1 : 1) . 



mmm 1 o (±111 

N- (3, 4-^7MD7x^;i/^) - 2- (2- (3- (^7 
5 9Ws-2-4)V) 7DWI/) -4- (^V-^-l-'f^^) 7i 



7 3^» I s 7* ^ K 



O o o 

/V 0 ^ N - s/, v^v F 




T L C : R f 0.34 (ttffix*-;]/) 



10 Hflfeffil 10 (16 2) 

(2E) -N- (3, 4-^7^tD7ir/V7/V*-/l/) -3- (2- (2 
- {±7#V>-2->( )V) xfJpJ/) -4- (^7ai>-3— </Mf 
)V) 7ir/i/) -2-7"n^>7^ F 




15 TLC : Rf 0.65 ('v*"fr> : ffltx>m= 1 : 1) o 
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M 1 0 (16 3) 

(2E) -N- (3, 4-^7MD7irMM^) -3- (2- (2 




TLC :Rf 0.64 (^i^-> : B»x^;h 1:1) 



Ml 0 (16 4) 



10 (2E) -N- (3, 4-^7Mn7ixM;^z;i/) - 3- (2- (2 

- (±7^i/>-2-^;i/) xh^>» -4- (N-^>y-r;i/-N-^^ 

;i/7 , ^y^9 L ;i/) 7i^) -2-7*D^>T^h* 




15 



TLC : R f 0.49 (^*V> : Sfflfct^;^ 1:3) 




miO (16 5) 



638 
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N- (3, 4 -^7MP7i-;MJ») -3- (2- (2-7i- 

• 




5 T L C : R f 0.74 : f®x?-;i/= 1:1) ; 

NMR (300 MHz, CDd 3 ) : (? 7.83-7.70 (m, 3H), 7.40-7.24 (m, 7H), 7.05 (s, 1H), 
6.93 (d, J = 7.8 Hz, 1H), 6.84-6.80 (m, 2H), 6.73 (d, J = 7.8 Hz, 1H), 5.06 (s, 2H), 
4.31 (t, J = 63 Hz, 2H), 3.13 (t, J= 6.3 Hz, 2H), 2.76-2.71 (m, 2H), 2.31 (s, 3H), 
2.20-2.15 (m, 2H)» 

10 

* 

mmm 1 o ( 1 6 6 ) 

N- (3, 4-*;7^D7i-^*=^) - 2- (N'-^^V-N' 
- (2- (2- (^-7^l/>-2-W;U) ^h*^) -4 - <K9VT-^- 



15 
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TLC : Rf 0.73 (^DD*jl/A : **7-;U=l 0:1) ; 
NMR (300 MHz, CDClj) : 6 7.94 (m, 1H), 7.89-7.74 (m, 4H), 7.64 (s, 1H), 7.54 
(d, J = 1.8 Hz, 1H), 7.52-7.41 (m, 2H), 7.37 (d, J = 2.4 Hz, 1H), 7.35-7.16 (m, 2H), 
6.93 (d, J = 1.3 Hz, 1H), 6.81-6.71 (ra, 2H), 6.27 (t, J = 1.8 Hz, 1H), 5.23 (s, 2H), 
5 4.24 (t, J = 7.5 Hz, 2H), 3.47 (s, 2H), 3.18 (t, J = 7.5 Hz, 2H), 2.64 (s, 3H)o 

mm m 1 o ( 1 6 7 ) 

N- (3, 4-^7M07 ^-JlXfrfr-Jl) -3- (2- (2- (^"7 

*l/>-2-^;i/) xh^) -4- (N'-T-bf-^-N 1 -;Wi/7>*7 
10 71-^) 7*n,M>7*^ K 



TLC : Rf 0.46 (^Dn*M : ;**7 — ;i/= 9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.88-7.69 (m, 6H), 7.51-7.38 (m, 3H), 7.26 (m, 1H), 
6.96 (d, J = 7.5 Hz, 0.4H), 6.87 (d, J = 7.2 Hz, 0.6H), 6.70 (s, 0.6H), 6.60-656 (m, 
15 1.4H), 4.44 (s, 2H), 4.28 (t, J = 6.0 Hz, 0.8H), 4.20 (t, J = 6.3 Hz, 1.2H), 3.27 (t, J = 
6.0 Hz, 0.8H), 3.22 (t, J = 6.3 Hz, 1.2H), 2.88 (s, 1.2H), 2.87 (s, 1.8H), 2.75 (t, J = 
7.5 Hz, 2H), 2.25 (t, J = 7.5 Hz, 1.2H), 2.17-2.12 (m, 3.8H)o 

^feMl 0 (16 8) 

20 N- (3, 4-^7;i/^-D7oi-;i/^;i/^-;i/) - 3- (2- (2- (^7 

*W-2-*f;i/) i -4- (N'-xb^*^-^-^ 

640 
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o 



TLC : Rf 0.48 ('v*#> : R®x3=-;i/= 1 : 1) ; 

NMR (300 MHz, CDCU : <? 7.86-7.68 (m, 6H), 7.53-7.41 (m, 3H), 7.25 (m, 1H), 
6.90 (d, J = 7.2 Hz, 1H), 6.77-6.63 (m, 2H), 4.39 (s, 2H), 4.34-4.30 (m, 2H), 4.18 (q, 
J = 7.2 Hz, 2H), 3.30-3.26 (m, 2H), 2.82 (brs, 3H), 2.73-2.68 (m, 2H), 2.11-2.07 (m, 
2H), 1.27 (t, J = 7.2Hz, 3H) 0 

10 ( 1 6 9 1 

N- (3, 4-^7MD7i-;w;toi,) -3- (2- ( (2E) - 




TLC : Rf 0.40 (^^> : ff®x^;i/= 1:1, 0.5%f^) ; 
NMR (300 MHz, CDC1,) : 6 9.01 (br, 1H), 7.82-7.69 (m, 2H), 7.53 (d, J = 2.1 Hz, 
1H), 7.42-7.17 (m, 7H), 6.92 (d, J = 7.5 Hz, 1H), 6.73-6.62 (m, 3H), 6.34 (dt, J = 
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15.9, 5.7 Hz, 1H), 6.27 (t, J = 2.1 Hz, 1H), 5.28 (s, 2H), 4.63 (dd, J = 5.7, 1.2 Hz, 
2H), 2.86 (t, J = 7.5 Hz, 2H), 2.51 (t, J = 7.5 Hz, 2H)o 

ilM10(1701 



5 N- (3, 4-^7;W-D7i-^^») - 3- (2- (2- (N*- 

^;v-N'-7x^i/7V) -4- 1— f;M 

■ 



TLC : Rf 0.33 (^3riJ-> : B®x^;i/= 1 : 3U 0.5%gi^) ; 

10 NMR (300 MHz, CDC1 3 ) : 6 7.81-7.70 (m, 2H), 7.53 (d, J = 2.1 Hz, 1H), 7.39 (d, 
J = 2.1 Hz, 1H), 7.31-7.20 (m, 3H), 6.89 (d, J = 7.5 Hz, 1H), 6.80-6.70 (m, 3H), 
6.68-6.60 (m, 2H), 6.29 (t, J = 2.1 Hz, 1H), 5.24 (s, 2H), 4.10 (t, J = 5.4 Hz, 2H), 
3.75 (t, J = 5.4 Hz, 2H), 2.98 (s, 3H), 2.72 (t, J = 7.5 Hz, 2H), 2.30 (t, J = 7.5 Hz, 2H)o 



15 mm 10 (17 1) 

(2E) -N- (3, 4-^7^n7i-A7,M-;V) - 3- (2- (3 

-7i_ji/7ow) -4- 1— r;M^) - 

2 -roA.>7 5 h* 
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TLC : Rf 0.33 : SHif;i/= 1:1, 0.5%M) ; 

N M R (300 MHz, CDC1 3 ) : 6 10.6 (br, 1H), 8.01-7.89 (m, 2H), 7.73 (d, J = 15.6 
Hz, 1H), 7.58 (d, J = 2.1 Hz, 1H), 7.55 (d, J = 2.1 Hz, 1H), 7.37-7.25 (m, 3H), 7.23- 
7.13 (ra, 3H), 7.10-7.00 (m, 2H), 6.71 (m, 1H), 6.36 (t, J = 2.1 Hz, 1H), 5.69 (d, J = 
15.6 Hz, 1H), 5.34 (s, 2H), 2.65-2.55 (m, 4H), 1.76 (m, 2H) <, 

Hflgflll 0 (17 2) 

N- (3, 4-^7;i/t0 7i^M;i'*-^ -3- (2- (2-7ir 

;i/xh^) -4- (3-^7^71;^^) 7i-;i/) 7"n;i>7 




TLC : R f 0.52 (^*y-> : B«x^= 1:1) ; 
NMR (300 MHz, CDC1,) : 6 7.83-7.76 (m, 2H), 7.41-7.25 (m, 8H), 7.20-7.18 (m, 
2H), 6.97 (d, J = 7.5 Hz, 1H), 6.89 (brs, 1H), 6.82 (d, J = 7.5 Hz, 1H), 5.01 (s, 2H), 
4.28 (t, J = 6.3 Hz, 2H), 3.13 (t, J = 6.3 Hz, 2H), 2.76 (t, J = 7.5 Hz, 2H), 2.20 (t, J = 
7.5 Hz, 2H) 0 
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mmio (173) 

N-^>y;i/-N-t Kd^>-3- (2- (2- (^7*b>-2 — 

xh^;» -4- (t7^-;i/-i-f;Mf;t/) 7i-;i/) 7dm 



o 




TLC : Rf 0.45 (^DD^VA : ;i/= 9 : 1) ; 

NMR (300 MHz, CDQj) : 6 7.80-7.65 (m, 4H), 7.55 (s, lH), 7.50-7.20 (id, 8H), 
7.08 (d, J = 7.5 Hz, 1H), 6.91 (m, 1H), 6.71 (d, J = 6.6 Hz, 1H), 6.66 (s, 1H), 6.27 
(dd, J = 2.1, 2.1 Hz, 1H), 5.25 (s, 2H), 4.14 (m, 4H), 3.17 (m, 2H), 2.93 (s, 2H), 239 
(m,2H) 0 

Hfijff] 10 (17 4) 

N- (3, 4-^7;M-P7 i-;i/^;u^-;i/) - 3 - (2- (2- (^7 
^l/>-2— T;U) xh^» -4- t?-7*J—A'-2-<(JU'7§J*?-fl') 
7 7*o;n'>7 > ^ K 



644 



WO 03/0 1(5254 



PCT/JP02/08120 




TL C : Rf 0.50 : fflfcr*3-))/= 1:2^ 0S%&Wt) ; 

NM R (300 MHz, CDC1 3 ) : 6 7.89-7.65 (m, 6H), 7.53-7.46 (m, 2H), 7.40 (dd, J = 
. 8.4, 1.5 Hz, IK), 7.28-7.18 (m, 1H), 7.11 (d, J = 3.6 Hz, IK), 6.91 (d, J = 7.5 Hz, 1H), 
6.86 (bs, IK), 6.76 (d, J = 7.5 Hz, IK), 6.50 (d, J = 3.6 Hz, IK), 4.41 (s, 2H), 4.31 (t, 
J = 6.6 Hz, 2H), 3.25 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 7.2 Hz, 2H), 2.08 (t, J = 7.2 Hz, 
2K)o 

mmm 1 o (175) 

N- (3, 4-i>7MU7 -3 - (2- (2- {±7 

■ 

Poo 




TLC : Rf 0.75 (^1?-> : g^ni^;i/= 1 : 1) » 
Hafefll 10 (17 6) 

N- (3, 4-^7;WD7iZJl/7jtoI/) - 3- (2- (2- (^7 
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TLC : Rf 0.50 (^1f> : ff^oi^;U= 1 : 1) o 

5 mmm 1 o (177) 

N- (3, 4-^7;i/tD7i-j^;i/*-;i/) -5 - (2- (2- (^7 
*i/>-2— < -4- (^7^;-;i/-i-'f;M?;i/) 7^ 

^>*>7*S h* 




10 [7 'J — fr] 

TLC : Rf 0.50 (7DD*M : ,**7-;i/=9 : 1) ; 
NMR (300 MHz, CDC1,) : 6 7.90-7.74 (m, 3H), 7.72-7.63 (m, 3H), 7.58-7.38 (m, 
6H), 6.95 (d, J = 7.8 Hz, 1H), 6.72-6.66 (m, 2H), 6.28 (dd, J = 2.1, 1.8 Hz, 1H), 5.29 
(s, 2H), 4.25 (t, J = 6.6 Hz, 2H), 3.22 (t, J = 6.6 Hz, 2H), 2.40 (t, J = 7.2 Hz, 2H), 

15 1.63 (t, J = 7.2 Hz, 2H), 1.35-1.18 (m,4H) 0 

TLC : Rf 0.64 (^DDtfvH'A : **7 — 1 0 : 1) • 
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mmm 1 o ( 1 7 8 ) 

(2E) -N— (3, 4-^7Mn7i-W;i/^) -3- (2- 

v s J—))/- 1 — i ftU-M -3- (2- {j-y#vi/-2--i)V) x-h* 
5 ft7i>-4-'f;i/) -2-7*n^>T* K 

O o .0 

TLC : Rf 0.52 (70D^M : 10:1) ; 

NMR (300 MHz, DMSO-c^) : 6 8.01 (m, 1H), 7.95-7.65 (m, 7H), 754-7.37 (m, 
10 6H), 6.62 (d, J = 15.6 Hz, 1H), 6.16 (t, J = 2.1 Hz, 1H), 5.23 (s, 2H), 4.22 (t, J = 6.6 
Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H) 0 

TLC : Rf 0.57 (^DD^M : J — ;i/= 1 0 : 1) 0 

15 Hfliffi] 10 (17 9) 

(2E) -N- (3, 4-^7;i/tD7i-MM-;i/) -3- (4- (£ 
=7^-)V- l->f;M3Ml>) -3- (2- (^7^1/>-2—l';i/) oih^ 

t 

$/) ft7i>- 2 -- Ol/) - 2 -7'D^>7'^ h* 





WO 03/016254 
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TLC : Rf 0.52 (^DDr^M : 10:1) ; 

NME (300 MHz, CDC1 3 ) : 6 7.94-7.66 (m, 7H), 7.54-7.23 (m, 5H), 7.11 (m, 1H), 
7.05 (s, 1H), 6.17 (t, J = 2.1 Hz, 1H), 5.86 (d, J = 15.3 Hz, 1H), 4.96 (s, 2H), 4.16 (t, 
J = 6.6 Hz, 2H), 3.1S (t, J = 6.6 Hz, 2H) 0 

5 

mmmio (iso) 

N- (3, 4-^7MD7i-;^;^-;i/) -3- (2- (2- (4- 

7ir^7^>-i — r;u) ^ h^^) -4- (t^y-;u- 1 -- f ;v 



Poo 



10 




TLC : Rf 0.58 (ffiftx^ : ;**y-;L/=5 : 1) • 
TLC : Rf 0.40 (^OD^A : ^*y-;b= 10:1), 

15 

fSffiflfl 10 (18 1) 

N- (3, 4-^7MD7i^;toV) -3- (2- (2- (4- 
7xr;i/-l, 2, 3, 6-x h^fc KD^U l-^) ^h=^>) 
-4- (t7 v /- 7i-;i/) 7*d;-?>t^ h* 
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TLC : Rf 0.66 (Sfflfcx?-^ : ^^^-;i'=5 : 1) » 
TLC : Rf 0.37 (^DD*;i/A : ^^y'— ;i/= 1 0 : 1) « 
mmiO (182) 

N- (3, 4-^7^D7i-M;i/*-;i') - 3- (2- (2 - (4- 

7ir;i/^ijs?>- 1 — xh=^» -4- (k5vt— 

I 

Poo 




TLC : Rf 0.67 (B«x^;u : p<*y-;i/=5 : 1) . 
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mmm 1 o ( 1 8 3 ) 

N- (3, 4-^7jl/tn7in;^;v^) -4- (2- (2-7x~ 
;i/xh^$/) -4- (3-^>7y7iy^f;i/) 7i^l/) 7*>7^ 




TLC : Rf 0.70 (^nn^A : j**y-;i,= 10:1) ; 

NMR (300 MHz, CDC1 3 ) : d 7.96-7.80 (ra, 2H), 7.42-7.14 (m, 10H), 7.03 (d, J = 
7.2 Hz, 1H), 6.94-6.85 (m, 2H), 5.01 (s, 2H), 4.23 (t, J ■ 6.5 Hz, 2H), 3.10 (t, J = 6.5 
Hz, 2H), 2.55 (t, J = 7.0 Hz, 2H), 1.97 (t, J = 7.0 Hz, 2H), 1.80-1.64 (m, 2H)„ 

HflfeffJ 10 (18 4) 

N- (3, 4-^7;^D7xzm;v*-;p) -4- (2- (2- (±7 
Z)sy-2-j)V) xh^» -4- (3— >7V 7 7x. 
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lyv-m 

TLC : Rf 0.84 (^DO*M : 1 0 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 8 7.92-7.70 (m, 4H), 7.55-7.14 (m, 10H), 7.01 (d, J = 
7.5 Hz, 1H), 6.94-6.84 (m, 2H), 5.00 (s, 2H), 4.31 (t, J = 6.3 Hz, 2H), 3.26 (t, J = 6.3 
Hz, 2H), 2.49 (t, J = 7.2 Hz, 2H), 1.81 (t, J = 7.2 Hz, 2H), 1.74-1.50 (m, 2H) 0 

TLC : Rf 0.74 (^DD*;i/A : — JV= 10:1) ; 
NMR (300 MHz, DMSO-d t ) : d 7.90-7.78 (m, 5H), 7.68 (m, 1H), 7.62-730 (m, 
8H), 7.05 (s, 1H), 7.02 (d, J = 7.5 Hz, 1H), 6.91 (d, J = 7.5 Hz, 1H), 5.09 (s, 2H), 
4.25 (m, 2H), 320 (m, 2H), 2.40 (m, 2H), 2.02 (m, 2H), 1.59 (m, 2H) 0 

mmm 1 o ( 1 8 5 ) 

N- (3, 4-^7MD7iz;i/x;toV) -3 - (2 - ( 5-7i- 

-4- (vvV-ji- l —f;M^;u) 7i^) 7*0 
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TLC : Rf 0.63 (^DDtM/A : 10:1), 

mmm i o ( i 8 6 ) 

N- (3, 4-^7;i/tD7i-K;i/») -3- (2- (6-7zr 

-4- (t7y-;v-l-^JW^i/) y^^;v) 7*p 




TLC : Rf 0.61 (7 0D^M : tZJ—fr^ 1 0 : 1) » 
ggggglO (18 7) 

N- (3, 4-y7WD7i^j^;i/) - 3- (2- (2- (^-7 
7^ F 
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TLC : Rf 0.52 (^DD^ : J— ;i/= 1 0 : 1) 0 

* 

mmmio (is 8) 

N- (3, 4-y7;i/tn7iz;wtoi/) -2- (2- (2- {±y 

#v>-2-' oi) xh^» -4- (K7V-;i'-i-'f;Mf;v) 7^ 




TLC : Rf 0.40 (^DD^M : ;i/= 19:1) ; 

N MR (300 MHz, CDCI 3 ) : 6 7.93-7.71 (m, 6H), 7.57-7.36 (m, 5H), 7.25 (m, 1H), 

* 

6.89-6.74 (m, 3H), 6.29 (t, J = 2.3 Hz, 1H), 5.24 (s, 2H), 4.46 (s, 2H), 4.35 (t, J = 7.2 
Hz, 2H), 3.35 (t, J = 7.2 Hz, 2H) 0 

TLC : Rf 0.45 (^DD^M : ^^y— ;i/= 1 0 : 1) a 

* 

m 
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mmm 1 o ( 1 8 9 ) 

N- (3, 4-^7MD7xz / )WJl'*-M - 3- (2- (2- (£5 




TLC : Rf 0.40 (^DD^l/A : ^^y— ;i/= 9:1) ; 

NM R (300 MHz, CDQ 3 ) : 6 7.90-7.80 (m, 2H), 7.56 (d, J = 2.1 Hz, 1H), 7.53 (d, 
J = 2.1 Hz, 1H), 7.48 (d, J = 2.1 Hz, 1H), 738 (d, J = 2.1 Hz, 1H), 7.33-7.24 (m, 1H), 
6.99 (d, J = 7.5 Hz, 1H), 6.69 (d, J = 7.5 Hz, 1H), 6.56 (s, 1H), 6.35 (t, J = 2.1 Hz, 
1H), 6.27 (t, J = 2.1 Hz, 1H), 5.24 (s, 2H), 4.59 (t, J = 4.2 Hz, 2H), 4.23 (t, J = 4.2 Hz, 
2H), 2.83-2.77 (m, 2H), 2.43-238 (m, 2H) o 

m&Ml 0 (19 0) 

N- (3, 4 -*/7JlJrU7 2L-;],X)l*^n>) -3- (2 - (2 - (2- 

*3VW $ ^V-^- 1 — -r;u) xh=^>) - 4- (e^/-*- 1 — ov 
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TLC : Rf 0.30 (^dd^M : : 1) ; 

NMR (300 MHz, CDC1 3 ) : d 7.97-7.84 (m, 2H), 7.53 (d, J = 2.1 Hz, 1H), 7.38 (d, 
J = 2.1 Hz, 1H), 7.28-7.19 (m, 1H), 7.06-6.97 (m, 3H), 6.73 (d, J = 7.8 Hz, 1H), 6.58' 
(s, 1H), 6.28 (t, J = 2.1 Hz, 1H), 5.23 (s, 2H), 4.32 (t, J = 5.1 Hz, 2H), 4.14 (t, J = 5.1 
Hz, 2H), 2.64 (t, J = 8.4 Hz, 2H), 2.52 (s, 3H), 1.86 (t, J = 8.4 Hz, 2H) 0 

mmm 1 o ( 1 9 1 ) 

N- (3, -2- (2- (2- (^7 

*l/>-2— OV) ^h*^) -4- (^7^-1-^;^^) ^> 




TLC : R f 0.30 D D : * # J — ;V= 4:1) ; 
NMR (300 MHz, DMSO-d 4 ) : 6 8.38-8.35 (m, 1H), 7.92-7.71 (m, 8H), 7.52-7.43 
(m, 5H), 7.05 (s, 1H), 6.74 (d, J = 8.1 Hz, 1H), 6.26 (t, J = 2.1 Hz, 1H), 5.33 (s, 2H), 
4.37 (t, J = 6.6 Hz, 2H), 3.76 (d, J = 4.5 Hz, 2H), 3.33-3.29 (m, 2H)o 

mmm 1 o ( 1 9 2 ) 

N- (3, 4-^7;v^-D7x^;i/x;i/^-;v) -3- (2- (2- (N- 
if;i/-N-7i-ji/7^/) ih^» -4- (^^^— 1 — r;M 
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Poo 




TLC : Rf 0.32 (^DD^A: Jl= 19:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 1.2,2-1. .70 (m, 2H), 7.54 (d, J = 1.8 Hz, 1H), 738 (d, 
J = 2.1 Hz, 1H), 7.32-7.20 (m, 3H), 6.92 (d, J = 7.5 Hz, 1H), 6.78-6.63 (m, 5H), 6.28 
5 (dd, J = 2.1, 1.8 Hz, 1H), 5.24 (s, 2H), 4.10 (t, J = 5.7 Hz, 2H), 3.71 (t, J = 5.7 Hz, 
2H), 3.42 (q, J = 6.9 Hz, 2H), 2.77 (t, J = IS Hz, 2H), 2.35 (t, J = 7.5 Hz, 2H), 1.16 (t, 
J=6.9Hz,3H)o 

mmm 1 o (193) • ■ 

10 N- (3, 4-i'7;i/tD7i-W;i/*-;i') -3- (2- (2- (N- 
(2-t Yu^-i/^)]/) 3L-)\,TX;) xh*'» -4- (t^ 

000 

f^^O ^OH^^F 

fir 

TLC : Rf 0.41 (^Dn^M : ;i/=9 : 1) ; 

15 NMR (300 MHz, CDC1 3 ) : 6 7.86-7.74 (m, 2H), 7.53 (d, J = 2.1 Hz, 1H), 7.37 (d, 
J = 2.4 Hz, 1H), 7.32-7.24 (m, 3H), 6.96 (d, J = 7.8 Hz, 1H), 6.87-6.80 (m, 3H), 
6.71-6.64 (m, 2H), 6.27 (dd, J = 2.4, 2.1 Hz, 1H), 5.22 (s, 2H), 4.18 (t, J = 45 Hz, 

* * * ' . 
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2H), 3.95 (t, J = 4.8 Hz, 2H), 3.80 (t, J = 4.5 Hz, 2H), 3.64 (t, J = 4.8 Hz, 2H), 2.83 (t, 
J = 7.5 Hz, 2H), 2.36 (t, J = 7.5 Hz, 2H) 0 

HfflSfl.il 0 (19 4) 

N- (3, 4-^7MD7i-;^;i/*-;i/) - 3- (2- (3- (N- 
^^-N-7i^7U) yut^is) -4- 1 — i)V 



Poo 




I 



T L C : R f 0.30 D D*;t/A : ^ * y — ;i/= 19:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.82-7.68 (m, 2H), 7.54 (d, J = 1.8 Hz, 1H), 7.40 (d, 
J = 1.8 Hz, 1H), 7.30-7.16 (m, 3H), 6.93 (d, J = 8.1 Hz, 1H), 6.74-6.60 (m, 5H), 6.29 
(dd, J = 1.8, 1.8 Hz, 1H), 5.25 (s, 2H), 3.97 (t, J = 6.0 Hz, 2H), 3.48 (t, J = 6.9 Hz, 
2H), 2.92 (s, 3H), 2.87 (t, J = 7.2 Hz, 2H), 2.51 (t, J = 7.2 Hz, 2H), 2.05 (m, 2H)o 

mmm 1 o (195) 

N- (3, 4-^7;i/tD7i-;V^*-^) -3 - (2- (2- (?-7 
^ l/> _ 2 -^;u) X (>^) -4 - (l-bh'D^-l-^^H^) 
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TLC : Rf 0.58 (?nn*»& : — )V= 1 0 : 1) 0 

mmm 1 o ( 1 9 6 ) 

N- (3, 4-iyyjl^a-7^-;i^j] / ^~ju) -3- (2- (2- {±7 




TLC : Rf 0.78 DD^M : ffiR= 18: 1:1).. 

TLC : Rf 0.17 DD*M : ^ * y -;i/= 10:1) ; 
NMR (300 MHz, DMSO-d 4 ) : 6 7.94-7.76 (m, 5H), 7.69 (m, 1H), 7.63-738 (m, 
6H), 7.31(d, J = 8.1 Hz, 1H), 6.91 (s, 1H), 6.66 (d, J = 7.5 Hz, IK), 621 (t, J = 2.1 
Hz, 1H), 531 (s, 2H), 4.21 (m, 2H), 3.19 (m, 2H) 0 



aieLLo (197) 
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n-7i-;w;v»-3- (2- ( (3-^^-i-7x^w) 




TLC : Rf 0.55 (^DD*/1/A : J— JU= 10:1) ; 
5 NMR (300 MHz, CDC1 3 ) : S 7.88 (dd, J = 7.8, 1.8 Hz, 2H), 7.55 (m, 1H), 
7.45-7.30 (m, 11H), 7.13 (d, J = 7.8 Hz, 1H), 7.03-6.96 (m, 3H), 6.26 (d, J = 8.4 Hz, 
1H), 5.27 (dt, J = 8.4, 8.4 Hz, 1H), 5.02 (s, 2H), 2.96-2.75 (m, 2H), 2.50 (dt, J = 1.8, 
8.1 Hz, 2H), 1.90-1.55 (m, 3H), 1.02 (d, J = 6.6 Hz, 3H), 1.01 (d, J = 6.6 Hz, 3H) 0 



10 mm 10 (19 8) 

« 



-3 - (2 - (2-fcKD 
-4- (3-W7i; 




15 TLC : Rf 0.41 ('Mrtf> : BKx^-;i/= 1 : 1 N 0.5%ftK) ; 

NMR (300MHz, CDC1,) : 6 7.98-7.86 (m, 4H), 7.82-7.72 (m, 2H), 7.60-7.52 (m, 
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3H), 7.36 (m, 1H), 7.30-7.14 (m, 4H), 7.06 (d, J = 8.1 Hz, 1H), 6.90-6.84 (m, 2H), 
5.46 (dd, J = 8.7, 3.0 Hz, 1H), 4.98 (s, 2H), 4.30 (dd, J = 9.9, 3.0 Hz, 1H), 4.19 (dd, J 
= 9.9, 8.7 Hz, 1H), 3.05-2.80 (m, 2H), 2.70-2.45 (ra, 2H) 0 

5 mmm 1 o (199) 

N- (3, 4-i?7MD7i^;i/^v) -3- (2- (2- (3- 

(^;i/^U>-4— 7ir;i/) if^) - 4- 1 - 




10 TLC : Rf 0.40 (^DD^VA : — ;i/= 9 : 1) ; 

NM R (300 MHz, CDC1 3 ) : 6 7.75-7.69 (m, 2H), 7.55 (d, J = 2.1 Hz, 1H), 7.40 (d, 
J = 2.1 Hz, 1H), 7.30-7.23 (m, 2H), 6.94-6.80 (m, 4H), 6.67-6.62 (ra, 2H), 6.29 (t, J = 
2.1 Hz, 1H), 5.26 (s, 2H), 4.21 (t, J = 6.0 Hz, 2H), 3.89-3.86 (m, 4H), 3.21-3.18 (m, 
4H> 3.05 (t, J = 6.0 Hz, 2H), 2.69 (t, J = 7.5 Hz, 2H), 2.20 (t, J = 7.5 Hz, 2H)„ 

15 

mmm 1 o (200) 

N- (3, 4-^7;PtD7i-W*-;i/) -3- (2- (5-7iZ 
)^y=f-)V) -4- (K7y-;b-lH^^) 7i^) /D^>7 
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TLC : Rf 0.60 (n-^f> :»8x^;i/= 1:2) ; 
NMR (300 MHz, CDC1 3 ) : <5 9.12 (brs, 1H), 7.88-7.78 (m, 2H), 733 (d, J = 2.1 
Hz, 1H), 7.43 (d, J = 2.1 Hz, 1H), 7.33-7.25 (m, 3H), 7.20-7.15 (pa, 3H), 6.96 (s, 1H), 
6.82 (s, 2H), 6.30 (t, J = 2.1 Hz, 1H), 5.26 (s, 2H), 2.80 (t, J = 7.8 Hz, 2H), 2.59 (t, J 
= 7.8 Hz, 2H), 2.43 (t, J = 7.8 Hz, 2H), 2.33 (t, J = 7.8 Hz, 2H), 1.65-1.56 (m, 2H), 
1.54-1.44 (m, 2H), 139-1.31 (m, 2H)o 

mmm io (2 on 

N— (3, 4-^7Mn7i-;W;V») -3- (2- (5-7i- 

;v- 1 -4- (K^y— r;M^;u) 71^) 7* 




TLC : R f 0.60 (n-^^> : «®x?-;i>= 1:2) ; 

NMR (300 MHz, CDC1 3 ) : 6 8.82 (brs, 1H), 7.85-7.75 (m, 2H), 7 34 (d, J = 2.1 
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Hz, IK), 7 A3 (d, J = 2.1 Hz, 1H), 7.32-7.18 (m, 7H), 6.85 (s, 2H), 6.42 (d, J = 15.6 
Hz, 1H), 6.30 (t, J = 2.1 Hz, 1H), 6.05 (dt, J = 15.6, 6.9 Hz, 1H), 5.27 (s, 2H), 2.86 (t, 
J = 7.8 Hz, 2H), 2.65 (t, J = 7.8 Hz, 2H), 2.36 (t, J = 7.8 Hz, 2H), 2.25-2.18 (m, 2H), 
1.83-1.72 (m,2H) 0 

mmmio (202) 

N- (3, 4-^7MD7i-;^;^-^) -3- (2- (5-7x- 

1 -^y^-)]y) -4- (t^y— 1 — r;M?-;io 71-^) y 



10 




T L C : R f 0.60 (n-^W> : ffl&x-m>= 1:2); 
N M R (300 MHz, CDC1 3 ) : 6 8.41 (brs, 1H), 7.84-7.71 (m, 2H), 7.55 (d, J = 2.1 
Hz, 1H), 7.41 (d, J = 2.1 Hz, 1H), 7.33-7.18 (m, 7H), 6.96-6.95 (m, 2H), 6.30 (t, J = 
2.1 Hz, 1H), 5.24 (s, 2H), 3.01 (t, J = 7.2 Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 2.56 (t, J 
15 = 7.2 Hz, 2H), 2.42 (t, J = 7.2 Hz, 2H), 1.95-1.85 (m, 2H) o 

mmm 1 o (203) 

N- (3, 4-^7;vtD7i-;i'X;v*-;v) -3- (2- (N-^W 
20 7*d^>:p5. h* 
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T L C : R f 0.60 Ofeffix^l') ; 

NMR (300 MHz, CDC1 3 ) : 6 7.69-7.61 (m, 2H), 7.54 (d, J = 2.1 Hz, 1H), 7.42 (s, 
6H), 7.25-7.16 (m, 1H), 7.02 (d, J = 8.1 Hz, 1H), 6.91 (s, 1H), 6.83 (d, J = 8.1 Hz, 
5 1H), 6.30 (t, J = 2.1 Hz, 1H), 5.27 (s, 2H), 3.87 (m, 2H), 3.56 (m, 2H), 2.92-2.84 (m, 
6H),2.59(t, J = 7.2Hz,2H)o 



mmmio (204) 

N- (3, 4-i?7;i/tD7x-;uM-;v) -2- (l - (l- (^7 

10 r;v) x^-;i/*;i/^r:;i/) -f > h*-;i/-3 -^;u) S®7^ K 




T L C : R f 0.71 (ftKx^b -;i/= 9 : 1) ; 

NMR (300 MHz, CDCI3) : 0 s 8.62 (d, J = 8.1 Hz, 1H), 8.19 (d, J = 8.7 Hz, 1H), 
7.95 (d, J = 8.1 Hz, 1H), 7.80 (m, 1H), 7.72-7.58 (m, 4H), 7.46-7.35 (m, 3H), 7.21 (d, 
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J = 7.5 Hz, 1H), 7.19 (d, J = 7.2 Hz, 1H), 7.11 (d, J = 7.5 Hz, 1H), 7.05 (s, 1H), 5.16 
(q, J = 6.6 Hz, 1H), 3.40 (s, 2H), 1.75 (d, J = 6.6 Hz, 3H) 0 

jjj 1 0 (2 0 5) 
5 N- (3, 4-^7;i/tP7i-^l'») - 2- (2-^3^-1- 

■ 



TLC : Rf 0.77 (»ftx^;i/ : ^^y— ;U=9 : 1) ; 
10 NMR (300 MHz, CDC1 S ) : 6 8.01 (d, J = 7.5 Hz, 1H), 7.92 (d, J = 8.1 Hz, 1H), 
7.82-7.77 (m, 2H), 7.74-7.52 (m, 4H), 7.47 (d, J = 6.0 Hz, 1H), 7.40 (dd, J = 7.8, 7.8 
Hz, 1H), 7.24-7.06 (m, 4H), 5.38 (q, J = 6.9 Hz, 1H), 3.57 (s, 2H), 2.41 (s, 3H), 1.81 
(d, J = 6.9 Hz, 3H)o 



15 HiSfflJ 1 0 (2 0 6) > 

N- (3, 4-^7MD7i-M/l'*-Jl') -3- (1- (1- (±7 




o 
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h r i 




TLC:Rf 0.87 (Sixf;V:^^y-;v=8 : 1) ; 
NMR (300 MHz, CDC1,) : 6 8.58 (d, J = 8.4 Hz, 1H), 8.21 (d, J = 7.8 Hz, 1H), 
7.94 (d, J = 9.0 Hz, 1H), 7.84-7.64 (m, 4H), 7.59 (dd, J = 7.5, 7.5 Hz, 1H), 7.42-7.17 
5 (m, 6H), 6.89 (s, 1H), 5.11 (q, J = 6.6 Hz, 1H), 2.72 (m, 2H), 2.30 (m, 2H), 1.73 (d, J 
= 6.6 Hz, 3H) 0 

gUjj 1 0 (2 0 7) 

N- (3, 4-^7MD7i-;i/^W-;i') -3- (2- ( (3-^5^ 

io ;u- l-7ir;i/7'^) *;wt^;i/) -4-^h^f;v7i-;v) 




TLC : Rf o.45 (n-^-y-> : »Kx^-;i/= 1:2) ; 
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NMR (300 MHz, CDC1 3 ) : 6 7.68-7.60 (ra, 2H), 7.44-7.08 (m, 9H), 6.30 (d, J = 
9.3 Hz, 1H), 5.27 (m, 1H), 4.42 (s, 2H), 3.44 (s, 3H), 3.00-2.76 (m, 2H), 2.64-2.48 
(ra, 2H), 1.92-1.70 (in, 3H), 1.02 (d, J = 6.6 Hz, 3H), 1.01 (d, J = 6.6 Hz, 3H) o 

5 1 0 (2 0 8) 

N- (3, 4-5>7^D7x=^^*^) -3- (2- ( (3-^f- 

x-;i0 7'n;'!>7^ h* 




10 TLC:Rf 0.30 (n-^rt>-> : »ffix^-;i/= 1 : 2) ,. 
^jjgy 1 0 (2 0 9) 

N- (3, 4-i'7;i/tn7i-;^^-M - 3- (2- ( (3-^f- 
;V- 1 -7i-;V7^) ^W^e-iVl/) -4- (N-^^-N-^^W 

15 ^^-^r^) 7i-;v) 7"p;i>r^ h* 
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TLC : Rf 0.30 (n-^lfV : WfWL*-?-)V= 1 : 2) . 

mmmvo (2 1 0) 

N- (3, 4-y7MD7i-;v7;v$-;v) -3- (2- ( (3-^5=- 




TLC : Rf 0.60 (n-^*V> : ftix^;i/= 1 : 2) 0 
gflgflOl 0 (2 1 1) 

N- (3, 4-$>7;i/*0 7x^;vx>V*^;i/) -3- (4-5>7V-2- 
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* 




TLC : Rf 0.54 (n-^tt> : f^:n^;i/= 1 : 2) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.84-7.70 (m, 2H), 7.64 (d, J = 1.8 Hz, 1H), 7.59 (dd, 
J = 7.8, 1.8 Hz, 1H), 7.46-7.20 (m, 7H), 6.34 (d, J - 7.8 Hz, 1H), 5.23 (m, 1H), 3.02- 
2.80 (m, 2H), 2.51 (t, J = 7.4 Hz, 2H), 1.92-1.46 (m, 3H), 1.03 (d, J = 5.9 Hz, 3H), 
1.01 (d, J = 5.9 Hz, 3H) 0 

H»J1 0 (2 12) 

N- (3, 4-^7Mn7x-M;v*r;i/) -3- (2- ( (3-^5=- 
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TLC : Rf 0.49 (^on^A : ;u= 1 0:1) ; 

NMR (300 MHz, DMSO-d s ) : 6 12.30 (brs, 1H), 8.88 (d, J = 8.4 Hz, 1H), 7.94 (m, 
1H), 7.S0-7.6S (m, 2H), 7.33-7.19 (m, 7H), 7.08 (d, J = 2.1 Hz, 1H), 4.98 (m, 1H), 
3.75 (quint, J = 6.9 Hz, 1H), 2.76-2.71 (m, 2H), 2.54-2.49 (m, 2H), 1.75-1.38 (ra, 
3H), 1.41 (d, J = 6.9 Hz, 6H), 0.87-0.83 (ra, 6H) 0 

mmm 10 (213) 

N- (3-7Mn7izMil/$-jl') -3- (2- (2- (3-^h^F 

i/7z^;^7*;) -4- (t7^- 1— <;m 




TLC : Rf 0.43 (^dd^M : )V= 10:1) ; 

NMR (300 MHz, DMSO-dJ : 6 8.62 (t, J = 5.4 Hz, 1H), 7.77 (d, J = 2.1 Hz, 1H), 

* 

1.12-1.5-$ (m, 4H), 7.45-7.30 (m, 4H), 7.07 (m, 1H), 6.86 (d, J = 8.1 Hz, 1H), 6.85 (s, 
1H), 6.56 (d, J = 8.1 Hz, 1H), 6.24 (t, J = 2.1 Hz, 1H), 5.22 (s, 2H), 4.06-3.97 (m, 
2H), 3.78 (s, 3H), 3.65-3.56 (ra, 2H), 2.66 (t, J = 7.2 Hz, 2H), 2.46 (t, J = 7.2 Hz, 2H) 0 

* 

mm lo (214) 

N- .(4-7Mn7xr;w^z;i/) - 3- (2- (2 - (3-^h^ 

i/7i-;i/A;^-;i/7V) xh^» -4- (tf7^-;v- 1 — f;M 
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3-)V) 7x-;i/) yunyrx h* 




TLC : Rf 0.44 (^OD^l/A : .**y-;!/= 10:1) ; 

NM R (300 MHz, DMSO-dJ : 6 8.62 (t, J = 5.4 Hz, 1H), 7.96-7.87 (m, 2H), 7.77 

(d, J = 2.1 Hz, 1H), 7.47-7.30 (m, 6H), 7.07 (m, 1H), 6.86 (d, J = 7.8 Hz, 1H), 6.84 (s, 

1H), 6.56 (d, J = 7.8 Hz, 1H), 6.24 (t, J = 2.1 Hz, 1H), 523 (s, 2H), 4.02 (t, J = 5.7 

Hz, 2H), 3.78 (s, 3H), 3.65-3.56 (m, 2H), 2.65 (t, J = 7.2 Hz, 2H), 2.44 (t, J = 7.2 Hz, 

2H)o 

mmm lo (215) 

N- (4-^f;i/7x-W^-;i') -3- (2- (2- (3-p< b*is 
7x^Mt-;!/7^;) ^h*^) -4- /P- 1 — OW*?" 
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TLC : Rf 0.44 (^DO^M : J—)\/= 10:1) ; 
NMR (300 MHz, DMSO-dJ : 6 8.62 (t, J = 5.7 Hz, 1H), 7.77 (d, J = 2.1 Hz, 1H), 
7.72 (d, J = S.l Hz, 2H), 7.47-7.31 (m, 6H), 7.07 (m, 1H), 6.86 (s, 1H), 6.84 (d, J = 
7.2 Hz, 1H), 6.55 (d, J = 7.2 Hz, 1H), 6.24 (t, J = 2.1 Hz, 1H), 5.23 (s, 2H), 4.01 (t, J 
= 5.4 Hz, 2H), 3.78 (s, 3H), 3.64-3.55 (m, 2H), 2.64 (t, J = 7.5 Hz, 2H), 2.44 (t, J = 
7.5 Hz, 2H), 2.38 (s, 3H) 0 



miO (216) 

N- (3--hD7iz;v^-;i/) - 3- (2- (2- (3-^h#^ 

7i^^;i/7';) xh^» -4- (bf^y-;b- 1 — <;M^ 




TLC : Rf 0.43 (^OD^;i/A : ^^^—;V= 1 0 : 1) ; 
NMR (300 MHz, DMSO-d 4 ) : 6 8.61 (t, J = 5.4 Hz, 1H), 8.57 (s, 1H), 8.52 (d, J 
= 7.8 Hz, 1H), 8.25 (d, J = 7.8 Hz, 1H), 7.89 (t, J = 7.8 Hz, 1H), 7.76 (d, J = 2.1 Hz, 
1H), 7.45-7.28 (m, 4H), 7.07 (m, 1H), 6.85 (d, J = 8.4 Hz, 1H), 6.84 (s, 1H), 6.53 (d, 
J = 8.4 Hz, 1H), 6.23 (t, J = 2.1 Hz, 1H), 5.21 (s, 2H), 4.01 (t, J = 5.7 Hz, 2H), 3.77 (s, 
3H), 3.64-3.54 (m, 2H), 2.65 (t, J = 7.2 Hz, 2H), 2.46 (t, J = 7.2 Hz, 2H)o 



f£66ffjl 0 (2 17) 

« 
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N- (3-^>7;7i-jV7M-;i/) - 3- (2- (2- (3-^h=^ 

7i-»»7^) x r *>» -4- (t^\/-;i/- 1— f;M? 




T L C : R f 0.43 (^dD^M : ^ ?;—)l= 10 : 1 ) ; 
NM R (300 MHz, DMSO-d 6 ) : 6 8.62 (t, J = 5.4 Hz, 1H), 8.25 (s, 1H), 8.17 (d, J 
= 8.1 Hz, 1H), 8.13 (d, J = 8.1 Hz, 1H), 7.80 (t, J = 8.1Hz, 1H), 7.76 (d, J = 2.1 Hz, 
1H), 7.77 (d, J = 2.1 Hz, 1H), 7.46-730 (m, 4H), 7.07 (m, 1H), 6.85 (d, J = 7.8 Hz, 
1H), 6.84 (s, 1H), 6.56 (d, J = 7.8 Hz, 1H), 6.24 (t, J = 2.1 Hz, 1H), 5.23 (s, 2H), 4.02 
(t, J = 5.4 Hz, 2H), 3.78 (s, 3H), 3.66-3.56 (m, 2H), 2.65 (t, J = 6.9 Hz, 2H), 2.45 (t, J 
= 7.2Hz, 2H) 0 



%flgfl91 0 (2 1 8) 

N- (3-^^;i/7ai^;i/x;^-;i/) -3- (2- (2- (3-^h3^> 
7iz;^;i/#-;v7^) -4- 1 -'fiMf 
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TLC : Rf 0.43 (^DD*;bA : 10:1) ; 

NMR (300 MHz, DMSO-d 4 ) : 6 8.62 (t, J = 5.4 Hz, 1H), 7.77 (d, J = 2.1 Hz, 1H), 
7.69-7.60 (ra, 2H), 7.52-7.30 (m, 6H), 7.07 (m, 1H), 6.86 (d, J = 7.8 Hz, 1H), 6.85 (s, 
1H), 6.56 (d, J = 7.8 Hz, 1H), 6.24 (t, J = 2.1 Hz, 1H), 5.22 (s, 2H), 4.02 (t, J = 5.7 
Hz, 2H), 3.78 (s, 3H), 3.65-3.55 (m, 2H), 2.65 (t, J = 7.2 Hz, 2H), 2.43 (t, J = 7.2 Hz, 
2H), 2.37 (s, 3H) 0 

mmmi o (2 1 9) 

N- (3-.* ^^7x^7^1/) -3- (2- (2- 

^7i-;^;^-;i-7^) ^h^» -4- (t:7 N /-;u- 1— f;M 




TLC : Rf 0.44 (^DD^l/A : 10:1) ; 

NMR (300 MHz, DMSO-d fi ) : 6 8.63 (t, J = 5.4 Hz, 1H), 7.77 (d, J = 2.1 Hz, 1H), 
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7.53-7.23 (m, 9H), 7.07 (m, 1H), 6.86 (d, J = 7.8 Hz, 1H), 6.85 (s, 1H), 6.56 (d, J = 
7.8 Hz, 1H), 6.24 (t, J = 2.1 Hz, 1H), 5.23 (s, 2H), 4.02 (t, J = 5.7 Hz, 2H), 3.80 (s, 
3H), 3.78 (s, 3H), 3.65-3.56 (m, 2H), 2.66 (t, J = 7.2 Hz, 2H), 2.44 (t, J = 7.2 Hz, 2H)o 

5 mmmi o (220) 

n— (3 — h 'j7;i/to^f;V7i=;i/^;v*-;v) -3- (2- (2- (3 




10 TLC:Rf 0.43 (^DD^A : ^^7-;i/= 1 0 : 1) ; 

* 

NMR (300 MHz, DMSO-d 6 ) : 6 8.62 (t, J = 5.4 Hz, 1H), 8.16-8.07 (m, 3H), 7.85 
(t, J = 8.1 Hz, 1H), 7.76 (d, J = 2.1 Hz, 1H), 7.46-7.28 (m, 4H), 7.08 (m, 1H), 6.85 (s, 
1H), 6.83 (d, J = 7.8 Hz, 1H), 6.53 (d, J = 7.8 Hz, 1H), 6.24 (t, J = 2.1 Hz, 1H), 5.23 
(s, 2H), 4.01(t, J = 5.7 Hz, 2H), 3.77 (s, 3H), 3.65-3.55 (m, 2H), 2.65 (t, J = 6.9 Hz, 
15 2H), 2.46 (t, J = 6.9 Hz, 2H) 0 

mmm 1 o ( 2 2 d 

N- (3 ^^*;^^7i-;i/7;v^-;v) -3- (2- (2- (3 
20 — - om^) 71-M rvsvyr^ h* 
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o 





TLC : Rf 0.44 (^OD^M : J — ;V= 10:1); 
N MR (300 MHz, DMSO-d 6 ) : 6 8.61 (t, J = 5.4 Hz, 1H), 8.40 (s, 1H), 8.23 (d, J 
= 7.8 Hz, 1H), 8.09 (d, J = 7.8 Hz, 1H), 7.78-7.69 (m, 2H), 7.44-7.29 (m, 4H), 
7.06(ra, 1H), 6.84 (s, 1H), 6.83 (d, J = 7.5 Hz, 1H), 6.53 (d, J = 7.5 Hz, 1H), 6.24 (t, J 
= 2.1 Hz, 1H), 5.21 (s, 2H), 4.01(t, J = 5.7 Hz, 2H), 3.90 (s, 3H), 3.77 (s, 3H), 3.64- 
3.55 (ra, 2H), 2.64 (t, J = 7.2 Hz, 2H), 2.44 (t, J = 7.2 Hz, 2H) 0 



m 1 0 (2 2 2J 



N- (3-AM^S/7i-W;») - 3- (2 - (2- (3-^h 
^■i/yjcL-M^-^TKJ) xh^r^) -4- 1 




TLC : Rf 0.21 (^Dn*;i/A : *#;—)\/= 10:1) ; 
NMR (300 MHz, DMSO-d 4 ) : 6 8.62 (t, J = 5.4 Hz, 1H), 8.40 (s, 1H), 8.22 (d, J 
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= 7.8 Hz, 1H), 8.06 (d, J = 7.8 Hz, 1H), 7.79-7.69 (m, 2H), 7.46-7.30 (m, 4H), 
7.06(m, 1H), 6.S4 (s, 1H), 6.83 (d, J = 7.5 Hz, 1H), 6.53 (d, J = 7.5 Hz, 1H), 6.24 (t, J 
= 2.1 Hz, 1H), 5.21 (s, 2H), 4.01(t, J = 5.7 Hz, 2H), 3.77 (s, 3H), 3.64-3.55 (m, 2H), 
2.64 (t, J = 7.2 Hz, 2H), 2.44 (t, J = 72 Hz, 2H)„ 

lo (223) 

N- (3, 4-^7;i/tD7i-;M;^-jl/) -3- (6-$/7V - 1- 

(1- (±7* u>- 1 -<<)],) j> K-;i/-3-'f;i/) 




TLC :Rf 0.46(n-'\Jr-tf>:^a:^;i':M= 1 0 0:1 00:1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 12.25 (brs, 1H), 8.70 (s, 1H), 8.24 (d, J = 8.7 Hz, 
1H), 7.98 (m, 1H), 7.89-7.82 (m, 2H), 7.84-7.72 (m, 3H), 7.68-7.55 (m, 4H), 7.44 (t, 
J = 7.5 Hz, 1H), 7.38 (m, 1H), 5.50 (q, J = 6.9 Hz, 1H), 2.80-2.60 (m, 2H), 2.57-2.43 
(m, 2H), 1.63 (d, J = 6.9 Hz, 3H) , 

HMI1 0 (2 2 4) 

N- (3, 4-^7^n7ir;v7;i/*-;i/) -2- (5- (t?5vr-;i/ 

-1— -2- (±7*i/>- 1— r;M?vi/) ^v^r>h*u> 
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T L C : R f 0.40 (Mx?-;v -;!/= 8:1); 

NMR (300 MHz, CDC1,) : <? 7.91 (d, J = 9.0 Hz, 1H), 7.75 (d, J = 7.5 Hz, 1H), 
5 7.67 (m, 2H), 7.50-7.00 (m, 10H), 6.87 (brs, 1H), 6.15 (s, 1H), 5.68 (d, J = 15.1 Hz, 
1H), 5.15 (s, 2H), 4.52 (d, J = 15.1 Hz, 1H), 4.31 (s, 1H), 2.80-2.60 (m, 2H)» 



mi 0 (2 2 5) 



N- (3, A-Vy)Viruy - 2- (5-7x^3^ 

10 5^1/- 2- (3-^^;i/-l-7xz;v^;i/) ^ V-f > KV >-3 

- 1 -- f ;v) «75 h* 




TLC : Rf 0.64 (Six^V : ^ ^ ; -;i/= 5 0 : 1) ; 

NMR (300 MHz, CDC1,) : 5 7.90-6.92 (m, 16H), 5.70-4.70 (m, 2H), 5.08 (m, 2H), 
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3.00-2.00 (m, 2H), 1.95-1.45 (m, 3H), 0.94 (m, 6H) 0 
2 0 

3- (2-4vK;i/-4-^ h^>^ h^^^^7x-;v) 7u^>&* 

5 ^ 

0 




0CH 3 



3- (2-*;i/^^^-4-^ h^r^ h^r^^;i/7air:;i/) 7"D/^> 

TL C : Rf 0.58 : B®x^-;i/= 1 : 1) 0 

#%#12 1 

3- (2- (5-p<^;i/-3-7x^;i/^drit^H';i/) 




PH 3 



ml) ^{C-7 8 8 CT\ Cinfc^CD^-eiiMbfeT'y-i'-^ (4 
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-^jb-2-7i-JK>^^^7D7'f b* ; 2.33m 1 3 0.55M 

fom&mzy v-*-mmz 0.5m 1 ^mxx £ & 1 1 kfbbjjej* a*$B 



5 4**«fcVfiSffiAffi*"eje»i5fc^>x »7jc®?^*^^tm i 
ut, 7;v3-;i4*§fc» £©r;m— h Dx^vr* > (0.71ml) 

££l>*S^3S>l/*;i/*^> K (5ml) ^ti^x 

U 5»Hft: ( 4 0 7 mg) £JD;L> $B£4fo*M"C 3 ff#R0iK# bfco £Jfc$B 

0^»*#MaWft3'&«> (2 2 5ms) *»fco 
T L C : R f 0.56 : ^x^;V= 2 : 1 ) , 



ms&mi i 

15 3- (2- (5-^^;i/-3-7x~;w^y-r;i/) 

^;i/7^x;i/) iTo^&pWI/x;*^;!/ 




#09 2 l"ClSBSL/fc'fh'&*J (2 2 Omg) ;w (3ml) ^ 



l o (oimi) «^ax.> £ST?»#i»#u;fco 

20 c fit l o - * * ^ (0.5 m l ) $s«E&in*.x *Miir$j£ 4 5 4 ct* l 
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4 

* 

HMSl/^ aT©4»tt»%#"r««Hft^« (2 0 0mg) $fL 

T L C : R f 0.32 (^V~> : ^^5 L ;i/= 2:1); 

NMR (300MHz, CDCI 3 ) : <5 7.42 (d, J = 1.5 Hz, 1H), 7.35-7.13 (m, 7H), 4.66 (d, 
5 J = 4.5 Hz, 2H), 3.64 (s, 3H), 3.38 (m, 1H), 3.20 (dd, J = 16.2, 7.8 Hz, 1H), 3.11 (dd, 
J = 16.2, 6.6 Hz, 1H), 2.88 (m, 2H), 2.49 (m, 2H), 1.70-1.30 (m, 4H), 0.90 (d, J = 6.6 
Hz, 3H), 0.84 (d, J = 6.6 Hz, 3H)o 

mmn 2 

10 3- (2- (5-^5=-;i/-3 -7i-;v^f-/'f ;u) -4-71;^ 




Y 

f£66flli lT-ifMbfcfb'^^ckra^-r^fb^i^fflv^^ H»J2-* 

15 TLC : Rf 0.28 (^rt>-> : Sj^^;i/=3 : 1> 0.5%ff^) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.52 (d, J = 1.5 Hz, 1H), 7.43 (dd, J = 7.8, 1.5 Hz, 
1H), 7.36-7.21 (ra, 5H), 7.19-7.12 (m, 3H), 7.03-6.94 (m, 3H), 5.03 (s, 2H), 3.38 (m, 
1H), 3.20 (dd, J = 16.2, 7.8 Hz, 1H), 3.11 (dd, J = 16.2, 6.6 Hz, 1H), 2.88 (m, 2H), 
2.54 (m, 2H), 1.64 (ddd, J = 13.2, 9.9, 4.5 Hz, 1H), 1.52-1.30 (m, 2H), 0.89 (d, J = 

20 6.6 Hz, 3H), 0.83 (d, J = 6.6 Hz, 3H) 0 
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mmm 1 3 

3- (2- ( (3-^;i/-i- (4-7MD7ir;i/) y'f-)\y) #;wt 




5 9mm & (4 0) t'iltfc« (2.00 g) (D^Y^^Y^y^> (5m 
8.6ml) *»TU $B#»*S»"C3 0#IHi»*Lfco SJJ&S-irtKc 

10 x^;i/Tft5fe* U &T0ftteffi£#1"3*RBfls-£«J (l.67g) £f#fco 
T L C : R f 0.40 : |»xf^/= 1:1) ; 

NMR (300 MHz, CDQ,) : d 7.43 (dd, J = 8.1, 2.1 Hz, 1H), 7.34-7.27 (m, 6H), 
7.07-6.95 (m, 5H), 6.13 (d, J = 8.1 Hz, 1H), 5.21 (q, J = 8.1 Hz, 1H), 5.02 (s, 2H), 
3.44 (t, J = 5.4 Hz, 2H), 2.87-2.71 (m, 2H), .1.91-1.52 (m, 5H), 0.98 (d, J = 6.6 Hz, 

15 6H)o 

mmmi 3 m 

3- (2 - ( (3-^f^-l-7xz;i/7f;i/) #;w\*^f;v) -4-7 
i^^^fji/7i-/k) 7"n^/— ;v 
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mmm 6(33) -z$imLfc<h&®*m^T, mm 1 3 tmmnm** 

TLC : Rf 0.61 (^DD*M : 10:1) ; 

5 NMR (300 MHz, CDC1 3 ) : $ 7.46-7.25 (m, 10H), 7.02-6.94 (m, 3H), 6.13 (d, J = 
9.0 Hz, 1H), 5.24 (dt, J = 9.0, 9.0 Hz, 1H), 5.02 (s, 2H), 3.50 (brs, 1H), 3.43 (brs, 
2H), 2.86-2.72 (m, 2H), 1.85-1.50 (m, 5H), 0.98 (d, J = 6.3 Hz, 6H)o 

2 2 

10 3- ^;*i/*?-)\s-2- [1- (4-7MD7i^) -3- 




HWJ13 (1) T*gag Ufc<fc-&tJ <1.46g) %fflb**)/> (5ml) £ 
^WD7>f b* (030ml) Wt:'J^/(lml) ftiufcx a 
15 #»ft 5 0 8 CT* 2 Bfl§8£#Ufc e SJ©tB^«lfc:**SD*fc«x l»x?;i/T 
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J 



I&N, N-^f»A7§ KfciSJBU T^-fb^KUfrA (3 5 
4mg) Zm*-, 8 0 4 CT«jt#bfco KJ&S£4&fczlc*ft]^ B#x?- 

Mass (APCI, pos.20V) ; 475 (M + H) + 0 



3- [4-7i;#^^-2- [l- -3- 




HX 



r 

CH 3 



*£«2 2-t:®^bfe<b-» (6 OOmg) ©^h^t: h*D77> (3m 
1) hU7i-M77-f> (5 OOmg) *iV*'(03ml) £ 

^ x.\ fc^ST 2 B b fco fiJ©$ft£*J * Wl bs U * 

(2 9 Omg) 

N MR (300MHz, CDC1 3 ) : c? 7.42-7.23 (m, 7H), 7.07-6.87 (m, 6H), 5.22 (q, J = 8.1 
Hz, 1H), 5.02 (s, 2H), 2.80-2.74 (m, 2H), 2.62 (t, J = 6.6 Hz, 2H), 1.83-1.55 (m, 5H), 
1.00-0.97 (m,6H) 0 



fflgftl 1 4 
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2 3 T:gmi>tclb£® (1 5 4mg) <Dfflb**l'> (1ml) # 
5 p^l^n^-f K (0.030ml) *JtVKUy> (0.2ml) £in*.^ a 

mfc&%) (12 6mg) £|§fc„ 
10 TL C : Rf 0.20 (^-y-> : ffiM^fr= 1:1) ; 

NM R (300 MHz, CDa 3 ) : 6 7.44 (dd, J = 7.8, 1.8 Hz, 1H), 7.36-7.29 (m, 6H), 
7.08-6.95 (m, 5H), 6.03 (d, J = 8.1 Hz, 1H), 5.70 (t, J = 63 Hz, 1H), 5.20 (q, J = 8.1 
Hz, 1H), 5.03 (s, 2H), 3.03-2.96 (m, 2H), 2.84 (s, 3H), 2.81-2.64 (m, 2H), 1.95-1.65 
(m, 5H), 0.99 (d, J = 6.3 Hz, 6H) o 

15 

mmi4 (i) ^mmi4 (5) 

20 fg»J 14(1) 

N- (3-*?;i- 1 - (4-7WD7irjl/) 7*^;i/) -2 - (3-7 
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TLC : Rf 0.50 : Wf&t^ju= 1 : 1) ; 

N M R (300 MHz, CDC1 3 ) : 6 7.80-7.77 (m, 2H), 7:49-7.29 (m, 9H), 7.18 (d, J = 
8.1 Hz, 1H), 7.09-6.94 (m, 5H), 6.10 (t, J = 6.0 Hz, 1H), 6.02 (d, J = 8.1 Hz, 1H), 
5.23 (q, J = 8.1 Hz, 1H), 5.01 (s, 2H), 2.86-2.58 (m, 4H), 1.83-1.61 (m, 5H), 1.00 (d, 
J = 6.3Hz,6H) 0 

N- (3-^^;i/-l- (4-7MD7ir;i/) IT^U) -2 - (3-^< 




TLC : R f 0.50 : BEK^;^ 1:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.91-7.88 (m, 2H), 7.72-7.68 (m, 1H), 7.48-7.38 (m, 

4H), 7.34-7.23 (m, 6H), 7.02-6.95 (m, 5H), 6.10 (d, J = 8.1 Hz, 1H), 5.16 (q, J = 8.1 
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Hz, 1H), 5.00 (s, 2H), 3.38-3.31 (m, 2H), 2.SS-2.67 (ra, 2H), 1.99-1.90 (ra, 2H), 
1.82-1.61 (m, 3H), 0.97-0.93 (m, 6H) 0 

iii i4(3) 

N- (3-^^;i/-l- (4-7;i/^-D7 3i-;i/) -2- (3-*: 

o 

a* 



T L C : R f 0.65 {ffl&*?-JV) ; 

NMR (300 MHz, CDCI,) : d 8.06 (d, J = 1.5 Hz, 1H), 7.45-7.42 (m, 1H), 
7.35-7.29 (m, 6H), 7.08-6.95 (m, 5H), 6.75 (br s, 1H), 6.08 (d, J = 8.1 Hz, 1H), 5.18 
(q, J = 8.1 Hz, 1H), 5.03 (s, 2H), 3.20-3.09 (m, 2H), 2.81-2.60 (m, 2H), 1.86-1.61 (m, 
5H), 0.99 (d, J = 63 Hz, 6H) 0 

fl»Jl 4 (4) 

N-7izm;1/^;i/- (2- (2- l/>- 2 -iVU) :x 

-4- (t7V*-;i/-i-^;M^) -o^) 7$ 




686 



WO 1)3/016254 



PCT/JP02/II812U 




TLC : Rf 0.50 (^DD^M : S— )V= 1 0 : 1) „ 

Hi 14(5) 

N- (3, 4-^7MD7i^Mr;i/) -N'- (2- (2- (±7 

*u>-2—0]/) ^h^» -4- (K9vf— f;k?wi0 ^> 




TLC : Rf 0.49 (7DD*;UA : J— Jl= 10:1), 

3- 14-7 ?■)],- 2- [1- (4-7M0 7i-^) -3- 

^^;ur^;u*;w^-f 7^— 7da*>75 h* 



3 
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HoC 



r 

CH 3 



M6 (4 0) X-mt^tzih^ (1 5 Omg) ©rh7tHD77> 
(2ml) h'Jx^l/7^> (0.068ml) ^ilf^DOfixfjl/ 

(0.037m i ) zmtl, m-&%)*7jin ymmnrf, mux 3 o frmmn u & , 

•tf->-0mx3vt>m?£U &T©«iii£;frl-£^®fbi^ ( 1 1 9mg) 

10 N M R (300MHz, CDQ,) : 7.44-7.28 (m, 7H), 7.07-6.95 (m, 5H), 6.88 (d, J = 8.4 Hz, 
1H), 6.04 (br s, 1H), 5.23-5.16 (m, 2H), 5.03 (s, 2H), 3.06-2.89 (m, 2H), 2.61 (t, J = 
7.2 Hz, 2H), 1.84-1.62 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 



##ff]2 4 

is N- (3-*3Sn/-i- (4-?;i/:*n7:n-;i/) ^;v) -2 - (2-*> 
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mi 5 tm&hitib&lta (1 1 9mg) <DV**cyr> (2ml) MM 

fats T^n'ymm^T, 0°CHWV> (o.iml) is&Vb 'J7;i/tn^ 

(5 4 Ml) *J0^ M^MT 1 0#R3t£#b 



5 fe 0 Rjsm^s^Tk^ia^ mm^^x-miULrzo %mm*&&&v&%\ 

mg) £*#fco 

NMR (300MHz, CDClj) : 6 7.50-7.29 (m, 7H), 7.08-6.96 (m, 5H), 6.07 (d, J = 8.4 
10 Hz, 1H), 5.17 (q, J = 8.4 Hz, 1H), 5.06 (s, 2H), 3.08-2.91 (m, 2H), 2.76-2.62 (m, 2H), 
1.82-1.68 (m, 3H), 1.00-0.97 (m, 6H)o 



iff] 1 6 



N- (3-*f-;i/-l- (4-7MD7i->) - 2- (2 - ('T- 

IS h7\Z-;i/-5-^;i/) ^;i/) -5-7i;^f;K>X7^h* 
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2 4 T«S&g btz1t-&®} ( 9 4 mg ) CD h;bx > (2ml) m^K, 

Y V tffrZXTV ¥ (65mg) 1 2 0 o Ce3 BH1K» 

bfeo &«&#l£MU JSafcC* * ^ ( 3 m 1 ) is <fc V 1 WMM ( 2 

U OT©tltt^**1-S^®Yti-^ (9 4mg) £fffc 0 
TLC : Rf 0.30 (^xf;V) ; 

NMR (300MHz, CDC1,) : 6 8.90 (d, J = 8.4 Hz, 1H), 7.43-7.36 (m, 4H), 732- 
7.24 (m, 3H), 7.11-6.91 (m, 5H), 5.08 (s, 2H), 5.05-5.00 (m, 1H), 3.15-3.04 (m, 4H), 
1.62-1.53 (m, 1H), 1.48-1.39 (ro, 1H), 0.87 (d, J = 63 Hz, 6H)o 

fl»Jl 6 (1) 

l- (2- (t 1 h^y-;u-5 — r;p) ^;i/) -2- (4-^^-2- 




TL C : Rf 0.40 (^*-tf-> : WRa^^ 1 : 1) o 
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2 5 



O O CH Aii 

¥ Jc 3 

H 3 C^ CH 3 
H 



tert-^)U7^> (6.8ml) *J:VKU^> (7.8ml) ©EMs* 3=- 1/ > 
(5 0ml) mmzQ'CXtt/frtu^J h* (5.0ml) fcSSTU S^tr£ 

®>&m*%tz>®mhGm (5.2 g) <^f#feo 

TLC : Rf 0.26 (n-^*tJ-> :|ffix?;v=2 : 1) ; 

NMR (300MHz, CDC1 3 ) : <J 4.22 (bis, 1H), 3.02 (s, 3H), 1.39 (s, 9H)o 



#5»ff!)2 6 

4- (l-K7yiJWf;V) -2- [2- (:J-7*l<>-2— f;i/) x^ 



CHO 




2-fc h*D=^>-4-b Ko^S/^^$AfflR^^*«V>Tx 



■m 



1 3 >j 3 ->mffi,m 7 2 3 ^mmm 1 3->###i 1 9 

TLC : Rf 0.49 (n-^-b"> : ^x5 L ;i/= 1 : 1) ; 

NMR (300MHz, CDC1 3 ) : 6 10.41 (s, 1H), 7.86-7.69 (m, 5H), 7.57 (m, 1H), 
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152-135 (m, 4H), 6.79 (d, J = 7.8 Hz, 1H), 6.73 (brs, 1H), 6.31 (t, J = 2.1 Hz, 1H), 
532 (s, 2H), 4.30 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H) 0 

■ 

* 

##ffJ 2 7 

N- (t-^;U) -2-kh'D^>-2- [2- [2- (±7#l/>-2 

-4))/) x3S>M-=^>] -4- (i-^7VJ;Mf;v) 7x-;H 




###12 e-eMjtLfe'fb^? (64mg) ©rF7t h*n77> (l.5ml) 
«f«fc-7 S-C-en-^^U^A (1^9M^W>^, 0.55ml) <£Jn 

^ m-sm^wc immn^tzo c©^^sti ? -7 8 e c{c^u # 

#^J2 5T^ib^b^tl (lOOmg) 0rh7th*P77> (l.Oml) 

D^hi7*57^- (n-^*Vy : ^x^;i/= 1 : 1) T!ifitMU JiTF© 

§m<b^tl (14 1 mg) Zfttzo 
TLC:Rf 0.28 (n-^t>-> : fm^)^= 1 : 1) J 
NMR (300MHz, CDQj) : 6 7.87-7.78 (m, 3H), 7.74 (s, 1H), 7.54 (d, J = 2.1 Hz, 
1H), 7.42-7.35 (m, 5H), 6.84 (d, J = 7.5 Hz, 1H), 6.73 (d, J = 1.2 Hz, 1H), 6.28 (t, J = 
2.1 Hz, 1H), 5.44 (m, 1H), 5.28 (s, 2H), 4.36-4.18 (m, 2H), 3.95 (s, 1H), 3.59 (d, J = 
3.9 Hz, 1H), 3.37-3.14 (m, 4H), 1.19 (s, 9H)o 
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(E) -N- (t-7>;i/) -2- [2- [2- (±7*l/>-2— iVV) 
5 h* 




&%m2 7X'gmLfri\j&® (90mg) ©1, 2-^DDx^> (1.8 
ml) Crceh 'Jx^;ut^> (0.12ml) * ^^^07^ h* 

(0.02ml) tin*, 6 0°CT4 0#fS8K#Ufc. SJteS^Hc** 

-f- (7DD^;i/A : 7*-fc h>=5 0 : 1) §£ LT\ WTOtttt*** 
■fS«JBtfi£*& (7 7mg) £f#fc 0 
T L C : R f 0.48 (7 D uftJVA : 7*-fe h >= 1 0 : 1 ) ; 
15 N M R (300MHz, CDd 3 ) : (J 7.91-7.76 (m, 4H), 7.58-7.38 (m, 5H), 7.30 (d, J = 7.8 
Hz, 1H), 7.26 (s, 1H), 6.88 (d, J = 15.9 Hz, 1H), 6.80-6.71 (m, 2H), 6.30 (t, J = 1.8 
Hz, 1H), 5.29 (s, 2H), 4.30 (t, J = 6.6 Hz, 2H), 3.96 (s, 1H), 3.28 (t, J = 6.6 Hz, 2H), 
1.14 (s, 9H) 0 

20 1 8 

N- (t-7*^;i/) - 2- [2- [2- (±7^l/>-2-^;i/) xfM 
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$mmi i-cwkjkXstcih-mn dims) <dx.?;-)v (2.0ml) mm^ 

gWZ=.mh&& ( 1 5mg). ftfln* N »a*ft**£Hft"K 7 0°CT- 2 
T L C : R f 0.52 (n-^i^> : IHKx^;i/= 1:1); 

NMR (300MHz, CDC1 3 ) : 6 7.87-7.68 (m, 4H), 7.58-7.32 (m, 5H), 7.11 (d, J = 7.8 
Hz, 1H), 6.78-6.65 (m, 2H), 6.26 (t, J = 2.1 Hz, 1H), 5.23 (s, 2H), 4.23 (t, J = 6.6 Hz, 
2H), 3.75 (s, 1H), 3.23 (t, J = 6.6 Hz, 2H), 3.18-2.95 (m, 4H), 1.14 (s, 9H)„ 

HflSflfl 1 9 

2- [2- [2- (±7^\y>-2—i )V) x^;i/;f*$/] -4- (l-£ 




HJS^iJ 1 8 H §^i£ U tc fI7-V-;i/ (0.05ml) ^ h U 7 P II® 
(0.5m 1 ) ftiH]*.$BS***»TJ 5 B#P^# tfc, £Jfa®£48tft p;i/X>& 

Ji ft fcfckSf® v ^ >> t> A -£f£*H»3i U fc. 3Mt ft V U 9 A ^ n 
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"7^77^- (n—M^> :^x^;V= 1 : 1) T«MU ajrfo^a 

mm^t^mm^m oomg) £#&o 

TLC : Rf 0.22 (n-^f-> : f^x^;i/= 1 : 1) ; 
NMR (300MHz, CDC1 3 ) : 6 7.87-7.78 (m, 3H), 7.74 (s, 1H), 7.58-7.36 (m, 5H), 
5 7.08 (d, J = 7.5 Hz, 1H), 6.76-6.68 (m, 2H), 6.28 (brs, 1H), 5.27 (s, 2H), 4.28 (t, J = 
6.0 Hz, 2H), 3.93 (s, 2H), 3.25 (t, J = 6.6 Hz, 2H), 2.99 (s, 4H) 0 

mm 2 o 

N- (2- (2- (2- (±7$U>-2-4)l) -4- (£7 



mmm 1 9 x-mmLt^h^} o 5mg) (ismg) © 

N, N-S^^Ptfc/UAT^ h* (1.0ml) 0°C-Cl-x^;v-3- 

[3- (s^^T^y) 70 h* -ttRtt (3 lmg) 
15 * ^ j t: y > ( 3 o m g) *jp*ffl-&«j*saT?»aa»ff 

- (n-^ij->:Kix^=2 : 3^D0jJ?M :^*y-;u= 1 0 : 

1) TJMKU &T©4^«&#««Srti'&*l (25mg) £f#fco 
20 TLC : Rf 0.31 (n-^if> : Mfcx^= 1 : 2) ; 

NMR (300MHz, DMSO-d 4 ) :6 7.98-7.91 (m, 2H), 7.89-7.77 (m, 4H), 7.76 (d, J 
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= 2.4 Hz, 1H), 7.62 (m, 1H), 7.56-7.40 (m, 6H), 7.13 (d, J = 8.1 Hz, IK), 6.87 (s, IK), 
6.65 (d, J = 8.1 Hz, 1H), 6.24 (t, J = 2.1 Hz, 1H), 5.23 (s, 2H), 4.17 (t, J = 6.6 Hz, 
2H), 3.74-3.61 (m, 2H), 3.15 (t, J = 6.6 Hz, 2H), 3.01-2.91 (m, 2H)o 

5 mm 2 1 

3- [2- [2- (i~7*\,>-2-<<JV) -4- (l-.K 

o 




msmz (12) -csBaufcfliMi (7oomg) om.it^^v> (15 

10 ml) TAzfV^H^TN Mft*1f i ;Mn7'f K (3 0 5/* 

1) iJct^N, N-y^^*M75 K (fcft&S) *fln*> 3 0 

fi-mmn ufc. ■ 0 °c-c* u< u&a* £28% ^ 

( 5 m 1 ) ttlMTLs £ (c^M-e 3 0 &mm& Ufeo SJteS^KjC 1 NJgm 

&#*-*«8rti-&«* (70 8mg) £f§fco 

TLC : Rf 0.35 (^OD^;i/A : ;u= 1 0 : 1) ; 

NMR (300MHz, CDCI3) : 7.84-7.76 (m, 3H), 7.72 (s, 1H), 7.54 (d, J = 1.5 Hz, 

IK), 7.49-7.36 (m, 4H), 7.08 (d, J = 7.5 Hz, 1H), 6.71 (d, J = 7.5 Hz, 1H), 6.69 (s, 

20 1H), 6.27 (dd, J = 2.4, 1.5 Hz, 1H), 5.25 (s, 2H), 4.93 (brs, IK), 4.72 (brs, 1H), 4.26 

(t, J = 6.6 Hz, 2H), 3.25 (t, J = 6.6 Hz, 2H), 2.80 (t, J = 7.5 Hz, 2H), 2.14 (t, J = 7.5 

'Hz,2H)o 
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2 8 

3- [4- -2- [2- (±7^L/>-2-^;V) 

^ ^ XN 



x, &TaW®MZ%?ZMmb&®} (1.56 g) *ntco 

TLC:Rf 0.50(n-^t>:^xf;V=l: 1) ; 
NMR (300MHz; CDd 3 ) : 8 7.85-7.73 (m, 3H), 7.70 (s, 1H), 7.54 (d, J = 1.8 Hz, 
10 1H), 7.51-7.36 (m, 4H), 7.08 (d, J = 7.5 Hz, 1H), 6.73 (dd, J = 7.5, 1.2 Hz, 1H), 6.69 
(d, J = 1.2 Hz, 1H), 6.27 (dd, J = 2.1, 1.8 Hz, 1H), 5.26 (s, 2H), 4.23 (t, J = 6.6 Hz, 
2H), 3.23 (t, J = 6.6 Hz, 2H), 2.82 (t, J = 7.5 Hz, 2H), 2.31 (t, J = 75 Hz, 2H)„ 



#^#12 9 

is 3- [4- (1-^7^;;^^) -2- [2- (t v -7^i/>-2— r;i/) 

NH 2 



###J2 8Tr^3ib^b^©^^^-^ (3 0ml) h 

(1.06ml) *itft Kn+^r^aaWfi (5 3 0mg) 
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«a&L)fco aiS^y»A7A^D7h^77-f- (n — 
> : Mlx^;i/= 1 : 1 n n A : ^ * y -;i/= 10 : 1 ) X-Wm U 

5 ttT©IWfttt*#r*IMMs^» (9 2 Omg) £#fc 0 

TLC : Rf 0.33 ($uuifr))/k : p<^y — 10:1) ; 
NMR (300MHz, CDC1 3 ) : 6 7.82-7.76 (m, 3H), 7.71 (5, 1H), 7.54 (m, 1H), 
7.48-7.35 (m, 4H), 7.06 (d, J = 7.5 Hz, 1H), 6.70 (dd, J = 7.5, 0.9 Hz, 1H), 6,69 (d, J 
= 0.9 Hz, 1H), 6.26 (dd, J = 2.4, 2.1 Hz, 1H), 5.25 (s, 2H), 4.24 (t, J = 6.6 Hz, 2H), 
10 4.20 (brs, 2H), 3.24 (t, J = 6.6 Hz, 2H), 2.77-2.72 (m, 2H), 2.24-2. 18 (m, 2H) o 

HflfeffJ2 2 

3- (2- (2- (2- (±7^l/>-2— -4- (t7 

1— r;M^) ^i^) x^-i, 2, 

15 5 

s 




##M2 9TttSbfcft^» (18 Omg) OTth^h'J^ (4.0ml) 
MiSTl, S-SWffcTS^n [5. 4. 0] £>rHz-7-x> 
(2 6 0^1) fcN, N* S*V-;i/ (1 1 6mg) £ 
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AT?S£*R&» iMiUfco SISJ/'j*W7A^nYh^77^- (n- 
:»exf-;i/=l : 1-»1 : 3) "TJMSU filTOlfettfcfttfl"* 
«*©ffe£*J ( 1 5 0 mg) £f#fco 

TLC : Rf 0.41 (^DD^l/A : *9J-)V= 1 0 : 1) ; 
NMR (300 MHz, CDC1,) : <? 7.82-7.73 (m, 3H), 7.69 (s, 1H), 7.58 (d, J = 1.8 Hz, 
1H), 7.50-7.35 (m, 4H), 6.64 (d, J = 7.5 Hz, 1H), 6.58 (d, J = 0.9 Hz, 1H), 6.40 (dd, J 
= 7.5, 0.9 Hz, 1H), 6.32 (dd, J = 2.1, 1.8 Hz, 1H), 5.19 (s, 2H), 4.19 (t, J = 6.6 Hz, 
2H), 3.20 (t, J = 6.6 Hz, 2H), 2.67 (t, J = 7.5 Hz, 2H), 2.32 (t, J = 7.5 Hz, 2H) 0 

mmm2 2(1) ~mm\2 2(5) 




miasm 2 2 (i) 

3- (2- (2- (2- (t7^i/>-2w;i/) xh^» -4- Vd.'y 




o 




HN-< 



TLC: R f 0.46 (^*t>-> : Mx^;i/= 1:3); 
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NMR (300 MHz, CDClj) : 6 7.82-7.74 (m, 3H), 7.70 (s, 1H), 7.54 (dd, J = 2.4, 0.9 
Hz, 1H), 7.51-7.36 (m, 4H), 6.92 (d, J = 7.8 Hz, 1H), 6.66 (s, 1H), 6.62 (d, J = 7.8 Hz, 
1H), 6.29 (dd, J = 2.4, 2.1 Hz, 1H), 5.23 (s, 2H), 4.25 (t, J = 6.6 Hz, 2H), 3.23 (t, J = 
6.6 Hz, 2H), 2.75 (t, J = 7.5 Hz, 2H), 2.36 (t, J = 7.5 Hz, 2H)o 

» 

gHM_2_2 (2) 

3- (2- (2- (2- {±7*\/>-2-' f;i/) xh^i/) -4- (£7 

l - *f ;m 7i-/i/) x^-l, 2, ;b 



o 




T L C : R f 0.38 (^Ptf-> : g1^x3S>]/= 2:3) ; 

NMR (300 MHz, CDC1 3 ) : <5" 9.08 (brs, 1H), 7.83-7.73 (ro, 3H), 7.70 (s, 1H), 7.54 
(d, J = 1.8 Hz, 1H), 150-1.31 (m, 4H), 7.01 (d, J = 8.1 Hz, 1H), 6.70 (s, 1H), 6.69 (d, 
J = 8.1 Hz, 1H), 6.28 (dd, J = 2.1, 1.8 Hz, 1H), 5.25 (s, 2H), 4.27 (t, J = 6.6 Hz, 2H), 
3.25 (t, J = 6.6 Hz, 2H), 2.84 (t, J = 7.5 Hz, 2H), 2.40 (t, J = 7.5 Hz, 2H) 0 

H»J2 2 (3) 

4- (2- (2- (2- )\/) xh^) -4- (£? 

vf-;i/-i--f;M*-;io x?-;i/-i, 2, 3, 5 7" 
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TLC : Rf 0.44 : ^x^;i/= 1 : 2) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.84-7.78 (m, 3H), 7.72 (s, 1H), 7.55 (d, J = L5 Hz, 
1H), 7.52-7.39 (m, 4H), 6.89 (d, J = 7.8 Hz, 1H), 6.67 (s, 1H), 6.62 (d, J = 7.8 Hz, 
1H), 6.30 (dd, J = 2.1, 1.5 Hz, 1H), 5.25 (s, 2H), 4.25 (t, J = 6.6 Hz, 2H), 3.22 (t, J = 
6.6 Hz, 2H), 2.72 (t, J = 7.5 Hz, 2H), 2.34 (t, J = 7.5 Hz, 2H) 0 

IIM2 2 (4) 

3- (2- (2- (3-^5=-;i/- 1 -^^r:;!/^;!/*;!/;^^;^) -4-.. 
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TLC : Rf 0.66 (n-^t>:Mxf;i/=l : 2) ; 

NMR (300 MHz, DMSO-dJ : 6 8.88 (d, J = 8.4 Hz, 1H), 7.47-7.16 (m, 11H), 
7.05-6.90 (m, 3H), 5.09 (s, 2H), 5.04 (m, 1H), 2.98-2.87 (m, 2H), 2.79-2.67 (m, 2H), 
1.75 (m, 1H), 1.61 (m, 1H), 1.45 (m, 1H), 0.91(d, J =6.3 Hz, 3H), 0.90 (d, J =6.3 Hz. 



5 3H) 0 



$mM22 (5) 

3- (2- (2- ( 3 1 - 7 ir;i/7"f -4- 



10 




TLC : Rf 0.48 (^DD*M : ;i/= 10:1) ; 

NMR (300MHz, DMSO-d 6 ) : d 7.52-7.22 (m, 10H), 7.04-6.93 (m, 3H), 631 (d, 
J = 8.4 Hz, 1H), 5.24 (m, 1H), 5.05 (s, 2H), 3.17-2.88 (m, 4H), 1.89-1.51 (m, 3H), 
15 1.01 (d, J = 6.6 Hz, 3H), 1.00 (d, J = 6.6 Hz, 3H)» 



##ff]3 0 

4-7^y^rS/^^-2- (2-^hD7xr;i/XM-;i/7^) 7 



702 



WO (13/0 16254 



PCT/JP02/08120 




2_ 3 _)c-4_ 7l y^^ l/7 - l j > (6 0 0mg) OWG*3-\/ 
> (4.0ml) $g$S£ 0 *CT? K V S» (0.45ml) *iV2--hD7i=Jl/ 

xM^D?^ h* (4 2 9mg) zbaz, m&to*f&$mn\stc 0 Kj& 

b^7-f — (n-^-t^V :ftR:n?\>l/=2 : 1) TfSMKU JSTF©4M4 
fit * * f £ ttSfc&«l o 

T L C : R f 0.38 (n-^D-y : ftRx^-;i/= 2:1); 

NMR (300MHz, CDCIj) : 6" 7.90 (m, 1H), 7.80 (m, 1H), 7.77-7.65 (m, 3H), 7.56 
(m, 1H), 736-7.23 (m, 3H), 7.05-6.91 (m, 4H), 5.06 (s, 2H) 0 

#%ffJ3 1 

4-7xy^ri/^5 i ;U-2- [N- [2- (^7* 2 — f )l) x^-;i/] 
-N-2-^hD7ir;i/7;i/^;V7^y] 7i-JV3-^ F 

^ ^1 




###13 OTfJSSL (7.8 8 mg) *iV2- (:*-7*l/>-2 
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— f/U) x*7-;i/ (3 8 5mg) ©xh7tKP777 (5.0ml) 
MT^x^pV^ h (0.97m 1 ) * JtV h y 7 xx;i,*7> 

7^> (585mg) ztu^ btc* m>m?m*$m u 

3:1) -cjmsu OTcfttttt^t-saw-fc^te^fco 

TLC : Rf 0.47 (n-^-tf> : #Kx3S>l/=2 : 1) ; 

NMR (300MHz, CDd 3 ) : d 7.88-7.11 (m, 16H), 7.04-6.85 (m, 3H), 6.87 (d, J = 

123 Hz, 1H), 4.80 (d, J = 12.3 Hz, 1H), 4.40 (m, 1H), 3.89 (m, 1H), 3.18-3.00 (ra, 
2H) 0 

#*f#IJ3 2 

4-7x^^^-2- [2- (±y^V>-2-^JV) X*-;|/7^7] 




###13 lT-^itUfefb^J (7 5 0mg) ©7MzhxHJ;t, (3.8ml) 
t , g&T U £ A ( 1 6 0 m g) £ J: V 5^7 * 7 (0.14m 1 ) 

h ^5 7 4 - ( n -^=Hf> : BH|x^-;i/= 2 0:1) T*HM U WT©% 

TLC : Rf 0.84 (n-^1f> :ftKx^-;i,= 2 : 1) ; 

NMR (300MHz, CDC1 3 ) : d 7.86-7.76 (m, 3H), 7.68 (s, 1H), 7.62 (d, J = 7.8 Hz, 
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IK), 7.52-7.41 (m, 2H), 7.39-7.24 (m, 3H), 7.01-6.92 (m, 3H), 6.69 (m, 1H), 6.52 (m, 
1H), 4.98 (s, 2H), 4.32 (m, 1H), 3.57-3.45 (m, 2H), 3.10 (t, J = 6.9 Hz, 2H) 0 



■■mi 3 3 

5 4-7iy^f;V-2- [N- [2- (^7#l/>-2-^;i<) x^;u] 




10 



15 



###J3 2^1^b;Hb-£$I (170mg) ©N, N-^^U^AT- 

^ h ; (l.2ml) ^ST^-fe^^A (5 7 0mg) ^itfa^-fb^ 

^ (0.07ml) 6 0 8 C-ei.5^^Ufe, a&>g^«g§{c:# 

TLC : Rf 0.47 (n-^3M?-> : g^x^;i,= 10:1) ; 
N M R (300MHz, CDd 3 ) : 6 7.86 (d, J = 8.1 Hz, 1H), 7.83-7.71 (m, 3H), 7.63 (s, 
1H), 7.48-7.24 (m, 5H), 7.i8 (d, J = 1.8 Hz, IK), 7.71-6.92 (m, 3H), 6.86 (dd, J = 7.8, 
1.8 Hz, IK), 4.98 (s, 2H), 3.32-3.24 (m, 2H), 3.06-2.97 (m, 2H), 2.84 (s, 3H) 0 



IWJ2 3 

20 4-7xy^f;i/-2- [N- [2- {±7$ 2 -^;i/) x^;i/] 
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T L C : R f 0.26 (n-^-tf^ : m^=^^= 10:1) ; 
5 NMR (300MHz, CDC1 3 ) : 6 8.07 (d, J = 16.2 Hz, 1H), 7.82-7.69 (in, 3H), 
7.60-7.50 (m, 2H), 7.48-7.36 (m, 2H), 7.35-7.22 (m, 3H), 7.15 (s, 1H), 7.08 (m, 1H), 
7.03-6.90 (m, 3H), 6.40 (d, J = 16.2 Hz, 1H), 5.02 (s, 2H), 4.27 (q, J = 7.2 Hz, 2H), 
332-3.22 (m, 2H), 3.19-2.99 (m, 2H), 2.87 (s, 3H), 1.33 (t, J = 7.2 Hz, 3H) 0 



10 fgflS0![2 4 

3- [4-7ai^^^^;t/-2- [N- [2- (^-7^1x>-2-^;i/) 




«»J2 3f®igb^b^ (135mg) 0rh7kFD77> (l.2m 
15 1) -:n*y-;u (o.3ml) 0°C"t:i:^b-y>ir;v • 6zfc?n% (7 

Omg) ^ctTO^b^^^h U^A (4 5mg) &£l>UroiO* N fe£ 

706 



WO 03/016254 



PCT/JP02/08120 



mtz 0 

T L C : R f 0.59 ( h;i/x> : ff|*Kx^;i/= 10:1) ; 
NMR (300MHz, CDC1 3 ) : 6 7.82-7.70 (m, 3H), 7.59 (m, 1H), 7.48-7.06 (m, 8H), 
7.02-6.91 (m, 3H), 5.00 (s, 2H), 4.09 (q, J = 7.2 Hz, 2H), 3.26-3.16 (m, 2H), 3.01- 
5 2.88 (ra, 4H), 2.76 (s, 3H), 2.60-2.50 (m, 2H), 1.22 (t, J = 7.2 Hz, 3H) o 

mmm 2 5 

3- (2- (N-^Wb-N- (2- (^-7^l/>-2-^;i/) J-^;!/) 7* 



10 




TLC : Rf 0.58 (^ddWA : *9 J— )V= 10:1) ; 
NMR (300 MHz, CDC1,) : 6 7.82-7.71 (m, 3H), 7.60 (s, 1H), 7.48-7.36 (m, 2H), 
15 7.35-7.12 (m, 6H), 7.02-6.92 (m, 3H), 5.02 (s, 2H), 3.28-3.18 (m, 2H), 3.03-2.88 (m, 
4H), 2.80 (s, 3H), 2.62 (t, J = 7.2 Hz, 2H)o 

4-7xy=Jr^^;i/-2- [N- [2- (^-7^ 1/ >- 2 -J x&)V\ 
20 -N-7-fef;i/7^] 7xrJl/3-^F 
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■•%M3 2 l/fcfc£4M 1 2 5mg) <Dmih^U> (1.3ml) U 
K (0.03m 1 ) £Jn;t> W&m* 1 ttHHKJf Lfe 0 ®SS^»«c 1 N^S (0.5 

5 mi) *in*. N »»x^-catBbfco *wi*^*»*-e«*u «r* 

TL C : Rf 0.30 (n-A^>:ffl|i^=2 : 1) ; 

N M R (300MHz, CDQ 3 ) : 6 7.89 (d, J = 8.4 Hz, 1H), 7.79-7.70 (m, 3H), 7.62 (s, 
iH), 7.48-7.36 (m, 2H), 7.34-7.22 (m, 3H), 7.09 (m, 1H), 6.98 (m, 1H), 6.87-6.79 (m, 
10 2H), 6.64 (m, 1H), 4.65 (s, 2H), 4.53 (m, 1H), 3.28 (m, 1H), 3.20-3.01 (m, 2H), 1.76 
(s,3H) 0 . 



6 

3- (2- (N-T-fe^-N- (2- (:J*7*l/>-2 — iJU) x^;i/) 
15 T^y) -4-7aiy#^5 : -;V7 2:x;i/) 7UA> 



COOH 



■ ■ * 

• v 
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TLC : Rf 0.49 (^DP*;i/A : ;i/= 10:1) ; 

NMR (300 MHz, CDC1 3 ) : <? 7.S0-7.68 (m, 3H), 7.61 (s, 1H), 7.48-7.22 (m, 7H), 

5 6.97 (t, J = 7.4 Hz, 1H), 6.93-6.83 (ra, 2H), 6.70 (s, 1H), 4.77 (s, 2H), 4.55 (m, 1H), 

3.25 (m, 1H), 3.10 (t, J = 7.7 Hz, 2H), 2.93-2.81 (m, 2H), 2.72-2.61 (m, 2H), 1.76 (s, 
3H)„ 

##ff!!3 5 

10 2- — o^^>^-;i/ 




2-tf^;i/±7^v> (3.0 g) ©^>-t?> (20ml) mu-eh 

U7i^>ij;W-;i/ (6.5g) ££^2, 2'-^^^ (2-^^1/7* 
□ (9 5 Omg) max., ?g-&tl£3 Otff^il^bfco SJfc?I 

15 -£^£^S£#&U hU7;i/^-D^ (7.5ml) £2j0;ts ^-£$££3 

TLC : R f 0.63 (n-^=H?-> : W^St^n^- 10:1) ; 
NMR (300MHz, CDC1 3 ) : 6 7.86-7.75 (m, 2H), 7.68-7.60 (m, 1H), 7.53-7.10 (m, 
20 4H), 3.09 (t, J = 7.4 Hz, 2H), 2.88 (dt, J = 7.8, 7.4 Hz, 2H), 1.41 (t, J = 7.8 Hz, 1H) o 

##ff!l3 6 

4-7*D^E-2- [2- (i-y^u>-2-^)i) ^>X7;v 
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M3 5-C8a£Ufc<fts£% (2.8g)©N, N-^^MT^ h* ( 2 



0ml) mSttzXMlhi- h V $ A (45 0mg, 62.7% in oil) fcJrjiU i 



vo* i mmmftLtco ej®b&®* 2 -7md^>X7;vt 

5 b h* (2.0g) ON, N-^^I/^;i/A7^ KM (10ml) CO'CTfSO 

- (n-^^> :»®x^;i/=2 0:1) UHRU fiTFOfcltett***- 
10 S^Mtoi^ (2.6 g) Sf#fc 0 

T L C : R f 0.44 (n-^\^> : f^x^;i/= 10:1) ; 

NMR (300MHz, CDC1 3 ) : <? 10.28 (s, 1H), 7.89-7.76 (m, 3H), 7.70-7.63 (m, 2H), 

7.57-7.32 (m, 5H), 336-3.26 (m, 2H), 3.22-3.12 (m, 2H) , 



15 



7 



4-7"D^E-2- [2- (±7^b>-2 -^;V) x?-;i/^;t] ^>V)\sT 




'003 6tf«3etfcfl5^« (2.5g) h7hFD77> ( 1 5ml) 
20 ££tfx*y-;i/ (20ml) ©JSifcfc^ b U £A (226 



mg) ^Jn^s $g-£%£0°CT*l 0£ 
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TLC : Rf 0.13 (n-^*tJ-> : #&xf-;V= 10:1) ; 
5 NMR (300MHz, CDC1 3 ) : <5" 7.86-7.76 (m, 3H), 7.66-7.61 (m, 1H), 732-7.40 (m, 
3H), 7.36-7.24 (m, 3H), 4.68 (s, 2H), 3.33-3.24 (m, 2H), 3.16-3.07 (m, 2H) 0 

8 

[4-7D^-2- [2- (:f 7*l/>-2-f;i/) xf 5 -;^;*-] 

io - (t -7 f-jw vk) x~ 

H3C N yCH 3 




«T0*^«£#T*«»b-&* (2.7 s) fcftfco 
T L C : R f 0.8? (n-^*i>-> : ffixf;i/= 5:1) ; 

< 15 NMR (300MHz, CDQ 3 ) : 6 7.86-7.76 (m, 3H), 7.64 (brs, 1H), 7.52-7 JO (m, 6H), 

4.69 (s, 2H), 3.29-3.20 (m, 2H), 3.14-3.05 (m, 2H), 0.94 (s, 9H), 0.10 (s, 6H) G 

##0!I3 9 

4- (t-^^^^^l/^U;^^^^^;!/) - 3- [2- (^-7^V> 
20 -2— (JV) x.f-)]/9-*] g*SKx^-;i/ 
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##0>J3 8X-mmLtzih&W (L5g) o^^-ji (12 ml) N bV*. 
?-)\<TK> (9ml) &efctFN, N-^^^;i/*;i/A7^ H (9ml) ©ig 
*&fc> ?^Vt?h\fiy, (F'J7ir;^7 0) Vtru^J K (110m 
5 g ) £Sn;t N -m-fb^^fflmT^^tf £ 8 0 °C-£ 3 B mm& L £ , SJfotI 

® x ^= 3 o : i) x-mmu &T®®>&m*m-?mmh&%) 06 ff ) 

) TLC : Rf 0.34 (n-^ihv : K^n?-;^ 2 0:1) ; 

N M R (300MHz, CDC1 3 ) : 6 8.04 (d, J = 1.8 Hz, 1H), 7.90 (dd, J = 7.8, 1.8 Hz, 
1H), 7.85-7.74 (m, 3H), 7.68-7.60 (m, 2H), 7.51-7.40 (m, 2H), 7.34 (dd, J = 8.4, 1.8 
Hz, 1H), 4.79 (s, 2H), 4.39 (q, J = 7.1 Hz, 2H), 3.35-3.26 (m, 2H), 3.16-3.06 (m, 2H), 
1.41 (t, J = 7.1 Hz, 3H), 0.95 (s, 9H), 0.11 (s, 6H) 0 

##ff]4 0 

4- (t7y-;i/-i-^;w^) - 2- [2- (^-7^^>-2—f ;i>) 
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T L C : R f 0.33 (n-^MJ-> : WfM^JV= 2:1) ; 
5 N M R (300MHz, CDC1 3 ) : 6 10.33 (s, 1H), 8.65-8.58 (m, 1H), 7.86-7.25 (m, 11H), 
6.32 (t, J = 2.1 Hz, 1H), 5.33 (s, 2H), 3.27-3.05 (m, 4H) 0 



;»j 2 7 

3- (2- (2- (;>-7*l/>-2— Ol/) x^-;^*) -4- 




rh7hKD77> (6ml) lZ®mLtzV^3-Jl^h**/*)\'#-)l>* 
^l/** h (056 m 1 , 2.82mm o 1 ) L 0 VC&mihj- h U £ A 
(98mg, 63.1% in oil) %mZ, 1 0#M#Ufc^ #%#I4 
15 bfe-fb-^t) (2.35mmo 1) Crh7t KD7^> (6ml) ^<£Ja^. 1 5 



20 TLC : Rf 0.45 (n-^y-y :WRBtx.m=2 : 1) ; 

NMR (300MHz, CDC1,) : 6 8.20 (d, J = 15.9 Hz, 1H), 7.84-7.73 (m, 3H), 
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7.62-736 (m, 6H), 7.30-7.24 (m, 1H), 7.22-7.17 (m, 1H), 7.05-6.69 (m, 1H), 6.35 (d, 
J = 15.9 Hz, 1H), 6.30 (t, J = 2.3 Hz, 1H), 5.27 (s, 2H), 4.26 (q, J = 6.9 Hz, 2H), 
3.21-3.13 (m, 2H), 3.07-3.00 (m, 2H), 1.35 (t, J = 6.9 Hz, 3H) , 



imm 2 8 

3- (2- (2- (^7*^>-2-^;i/) x3Ml/^h) -4- (t^y, 



COOH 




T L C : R f 0.53 (^DD^M : * * y — )V= 10:1) ; 
N MR (300 MHz, CDC1 3 ) : d 7.84-7.74 (m, 3H), 7.61 (brs, 1H), 7.58-7.54 (in, 1H), 
7.50-739 (m, 2H), 7.38-735 (m, 1H), 732-7.26 (m, 1H), 7.21-7.11 (m, 2H), 6.98- 
6.92 (m, 1H), 6.27 (t, J = 1.9 Hz, 1H), 5.26 (s, 2H), 3.23-3.14 (m, 2H), 3.09-2.99 (m, 
15 4H), 2.70-2.60 (m, 2H) 0 



HflSff!l2 9 

3- (2- (2- (^-7^l/>-2-^;i/) -4- 
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T L C : R f 0.47 : S^x^= 2 : 1 ) » 

§ytgff!13 0 

3- [4- (t7^-l-^;Mf;H -2- [2- (^-7^1/>-2 




ftffi« 2 9 T?MLfcfc-&*5 (1 0 Omg) (2.5ml) $8 

ttfc- 3 O-C-C r'J^A (9 7mg) :fe«fctf 3 -*nn3I£ 

Mmm. (losmg) zmz. immmfthtzo ^^^3-^ddj§^e§ 
r (3 omi) %toz$ btm^x immMwi>tz 0 Rmmicm\$m&m 

2) tf«l«U WT©4»tttt**f*«Mlfti«&4» (9 Omg) *»fc 0 
TLC : Rf 0.41 (n— : lffix^= 1 : 1) ; 
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NMR (300MHz, CDCI3) : 6 7.86-7.69 (m, 5H), 7.60-7.53 (m, 2H), 7.50-7.38 (m, 
3H), 7.36-7.19 (m, 2H), 6.31 (t, J = 2.1 Hz, 1H), 5.21 (s, 2H), 4.12 (q, J = 7.2 Hz, 
2H), 3.59-3.50 (m, 2H), 3.36-3.16 (m, 4H), 2.78-2.69 (m, 2H), 1.22 (t, J = 7.2 Hz, 
3H) 0 

mmm3 1 

3- (2- (2- (^-7^i/>-2 — ov) -4- (t: 




TLC : Rf 0.39 (^DD^A : 1 0 : 1) ; 

NMR (300 MHz, CDd 3 ) : 6 7.84-7.68 (m, 4H), 7.58-7.54 (m, 2H), 7.48-7.39 (m, 
3H), 7.35-7.25 (m, 2H), 7.20 (dd, J = 8.7, 1.8 Hz, 1H), 631 (t, J = 2.1 Hz, 1H), 5.26 
(s, 2H), 3.58-3.49 (m, 2H), 3.35-3.16 (m, 4H), 2.82-2.72 (m, 2H) o 

7-* h=5f$^ 




7;i>:J>ff8nv 7-th'D^Y'J> (100g) N 'fVT'DtM 
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^J17$.> (16 1ml) ©«^^;i/*;t/A7>* h* (DMF ; 5 00m 
1) imts OVT'* ^^WD>J K (70.3ml) *STFU 3»Tf4 
B#Bfl«# b o £JfciS#fe >/ftKx fA' (2/1, 1000m 1 ) £ 
fa ttftAfekX:*- h A (1000ml) £Jo;tx Ittx^TJ 2 Bffltfi Ufc. 

5 ^«i*7j< (20) N isin^^7jc-r*»u M«Y^^!>At« 

«ttbTWT©4wtfl[*#f *«wb^* (74.1 S ) mtco nbtntmim 

TLC : Rf 0.50 : »ISx^-;i/= 3 : 2) ; 

N M R (300 MHz, CDC1,) : 6 7.64 (d, J = 9.6 Hz, 1H), 7.39 (d, J = 8.7 Hz, 1H), 
10 7.01 (d, J = 2.4 Hz, 1H), 6.96 (dd, J = 8.7, 2.4 Hz, 1H), 6.28 (d, J = 9.6 Hz, 1H), 5.24 
(s, 2H), 3.49 (s, 3H) 0 

##M4 2 

3- (4-^ NdfS^ h^-2-fc KDJpi/7i^I/) 7*D^.>^3SN/ 
15 x^fVl/ 




T;vn->mmr, 7km<t± (46.9 g 63.1%, in on) ©&tjcx h 7 

t KD77> (THF ; 3 0 0ml) *&Tn Mik**;-* (6 0m 

i) *iru £a-c2 oftmt&Ltto Rj&mazs ###14 i 

20 -esKg bfcffr&fcoa&k thf dooom l ) ^;-;Kioomi) 

in 
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u 



$J (100.2 g) £f#fc 0 

TLC : Rf 0.38 :^x^;i/=2 : 1) ; 

N M R (300 MHz, CDC1 3 ) : 6 7.92 (d, J = 16 Hz, 1H), 739 (d, J = 8.5 Hz, 1H), 
5 6.62 (dd, J = 8.5, 2.2 Hz, 1H), 6.54 (d, J = 2.2 Hz, 1H), 6.51 (d, J = 16 Hz, 1H), 6.01 
(s, 1H), 5.17 (s, 2H), 3.81 (s, 3H), 3.47 (s, 3H)o 




#14 3 



10 



COOCH 3 




###|4 2 Xmthtcih^m (45.0g) 43i^l 0%/l7^e7A^ (4.2 

wet) (5 0 0ml) Tfc^H^Ts ^"£7 0^ 

ti^bfeo 2 /\*y^fr&V\ 2o©SJfoM-&$7££-to-£TN 351 

15 Lfco 3&£®?ibTJ^T©«<I£*r£^Mftl^ (92.1 g) %mtdo 
T L C : R f 0.47 (^*V> : BM*.?-)U= 3:2) ; 
N M R (300 MHz, CDCQ : d 7.24 (s, 1H), 6.97 (d, J = 8.2 Hz, 1H), 6.61 (d, J = 
25 Hz, 1H), 657 (dd, J = 8.2, 2.5 Hz, 1H), 5.13 (s, 2H), 3.69 (s, 3H), 3.46 (s, 3H), 
2.84 (t, J = 6.1 Hz, 2H), 2.69 (t, J = 6.1 Hz, 2H)» 

20 



ffiJ4 4 

3- (4-^ h^r^ h*^-2-> V7mrD*#>xjv**i/7^-;]/) 
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COOCH3 



7VHf>|Bgl"r% ###J4 3-CWk\;1t{h&to (82.8 s) £ <t £ D > 

■ 

(33.5m 1 ) <Di&lh*?- U y ( 3 0 0 m 1 ) Wk fcU zIc&Tn h U 7 )]/*u * 

*>xj]s*>m (63.8mi) zffiTu 1 o^mmwbtzo ©si^iim 
mt&m (121.8 g-) £f#fc 0 &bntzmif&m£mMT5z£te<&<DBii& 

TL C : Rf 0.65 (^V-> :mm^^=2 : 1) ; 
10 NMR (300 MHz, CDC1 3 ) : 6 7.24 (d, J = 8.4 Hz, 1H), 7.04-6.96 (m, 2H), 5.16 (s, 
2H), 3.68 (s, 3H), 3.47 (s, 3H), 2.98 (t, J = 7.5 Hz, 2H), 2.63 (t, J = 7.5 Hz, 2H)o 

4 5 

15 x^tSH/ 



##0!I4 4-cm&htzlb&®, 1, r-tfX (^7^-;W7 3hX7^y) 
7znit> (7.65 g) v Sp^U^A (I69.0g) ££t] f if&^7^'7 A (n) 
(21.55 g) CDttDMF (4 0 0ml) -mfb^**^#H^ 
20 9 QVZ 2 BF^#Ufe„ EiI&M-&®Z^J h (g$mm) 551 U £§S 
^t-T'^^^x-^U/i^^x^V (1/1) T'^bfeo 3$£7.k 
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>^BttabT^To4(^*#t , *aw^'&« (51.4 g) ^f#fe 0 

T L C : R f 0.34 (^-tf-> : B®x?-;i/= 1:1); 
5 NMR (300 MHz, CDC1 3 ) : 6 s 7.71 (d, J = 2.7 Hz, 1H), 7.24 (d, J = 8.7 Hz, 1H), 
7.17 (dd, J = 8.7, 2.7 Hz, 1H), 5.20 (s, 2H), 3.67 (s, 3H), 3.49 (s, 3H), 3.27 (t, J = 7.6 
Hz, 2H), 2.68 (t, J = 7.6 Hz, 2H) 0 



4 6 

10 1 -Tlf- 1 -^>^;i/^-^r^- 4 - 1 -x> 




3 -*3-)vzr*j-—n, (60.8 g) j3«k^>^;i/^-^>^* >i£^i (112.7 

ff) (5 0 0ml) «F»*, 8 0°C-e2^m#bfc o £J&$S$E 

<r S$iMYb-&tJ ( 1 3 4 g) Slifco 
TLC : Rf 0.85 (n-^f"> : l®if-;i'= 9 : 1) 0 



##0!I4 7 

20 N — ^>^;i/2Mf^-N- (3-^;U-l- (3, S-^^l^xx;!,) 
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TJV^yWmT, 5-rn^-m-^^U> (7 5g) ©THF (5 7 5 
ml)» n-^WJ^A (2 3 5ml) £- 7 8 VHtiQx., IBS 
mmn bfc„ ##01 4 6 Lfcfls«&«l (29.8 g) ©HH>(3 3 8ml) 
5 $gifc #P>h'j7;i/t'J K V x^x— (5 1ml) £jlIite&n;L N 3 

(5 0ml) 4Jpx.fc 6 »&tifcffi»ffi*ffffl6x^/^-y->"e 

statu t»x^;ncjgipbfc. z®mi*tm8m&m±hv$&r*m 

3 g) 4»fc 0 

T L C : R f 0.72 (n-<-s*if> : ®t&x?-;i/= 9:1); 

NMR (300 MHz, CDClj) : 6 7.20-7.00 (m, 5H), 6.96 (s, 2H), 6.91 (s, 1H), 4.67(m, 
1H), 4.61 (d, J = 153 Hz, 1H), 4.53 (d, J = 15.3 Hz, 1H), 2.32 (s, 6H), 1.80-1.57(m, 
15 3H), 0.95 (d, J = 6.6 Hz, 6H) 0 

■ 

4 8 

3-^5^-1- (3, 5-^^Wi-;i/) 7^7$>-lll 
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##«94 7-ciaibfc^'&* U2g) (120ml) mw. 

5 x, uTomtt«*-r«mfb#4b (7.5 g) si§& 0 

T L C : R f 0.50 (^ DD/|tM : ;< £ /— ;i/= 9:1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 8.32 (br, 3H), 7.11 (s, 2H), 6.98 (s, 1H), 4.07 (m, 
1H), 2.23(s, 6H), 1.74-1.66 (m, 2H), 1.31 (m, 1H), 0.88 (d, J = 6.6 Hz, 3H), 0.86 (d, J 
= 6.6 Hz, 3H)» 

) 

###14 9 

(2R) - 3 -7*f- 2 -7 4 - (3, 5-^^1/71^) ^ 

*-3-x>- 1-^-— )V 




3, 5-^^K>X7;i/rth* (30.0 g) „ (R) -7 x -)l>fV l/J 
-JV (30.7&) ©b;i>x> (2 0 0ml) b&#£> 3 B# 

E3*I$rELfco SJfS^^^bT^ LXF<D%}&fe%%-fZmmib-&® (59.7 

TLC : Rf 0.69 (n-^V> : S^x5Vl/= 4 : 1) 0 

###J 5 0 

(2R, 4R) -3-^if-2-7x-;i/-6-^^;k-4- (3, 5-S> 
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7;Hf>«ftT% T^*S/*A (40.8 ff) ©«THF (8 OOml) » 
fcx ^/«T> 3 DD- 2 1 -7*n^> (60.8g) ®» 

5 THF (4 5 0ml) £?8TU jtk&TT- 1 «r SfiTf 1 l}ffil^ bT N 

^U-^- (Grignard) l£J££§^b;fco 

7 , ;i/=r>flKftTx ##^J4 9'tf»5ibfcft'&«9©«bkh^> (3 0 0m 

1) igttfcs A«/;!kST> ^U-^- (Grignard) MM (0.5 M ; 1120m 1 ) 

H • 

Af» SIflSbfco 2B»©fl«x^ (5 0 0ml) 
4NMm/V**V> (10 0ml) £inx.fco &tt&jftBU -fV7*n;i 

;u-^t^>T?IIISiibT^T©«^tt*#^S«IWt^ (60.9 g) £ 

15 f»fc 0 

TLC : Rf 0.80 (n-^MJ-> : ffij[i^= 1:2) ; 
N MR (300 MHz, CDC1 3 ) : 6 9.52 (brs, 2H), 7.39-7.20 (m, 5H), 6.94 (s, 2H), 6.81 
(s, 1H), 5.44 (brs, 1H), 4.70 (s, 1H), 4.63 (s, 1H), 4.40-4.20 (m, 2H), 4.14 (m, 1H), 
3.83 (m, 1H), 3.11 (dd, J = 14, 4.4 Hz, 1HX 2.94 (dd, J = 14, 11 Hz, 1H), 2.17 (s, 6H), 
20 1.49 (s, 3H) 0 

##fl]5 1 
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(1R) -3-^^;u-i- (3, 5-^^f;i/7i-;v) 7?-)],7$> > 

mm 



##095 OT'^agbfefb^t! (33.0 g) ^JtVS^bS^ (IV) (4.60 g) © 

5 (3 3 0ml) ;dc*:tf*3MMns 6 0 °C"? 4 0 I^IHHK 

(730 g) %ntco 

TLC : Rf 0.30 (^DD^M : — j]/=9 : 1) ; 
10 N M R (300 MHz, DMSO-d,) : 6 8.41 (brs, 3H), 7.11 (s, 2H), 7.01 (s, 1H), 4.10 (m, 
1H), 2.27 (s, 6H), 1.82-1.66 (m, 2H), 131 (m, 1H), 0.86 (d, J . 6.6 Hz, 3H), 0.82 (d, 
J = 6.6 Hz, 3H) 0 

#^0!I5 2 

15 4-fc KD^r>>-4- (3, 5-^^l/7ir;i/)f h7th'Dt7> 



^;Hf>g^T> 5-7"D^-m-^l/> (5.55 g) ©THF(60ml) 

m&£, -7 8v^n-y^v^^A d7.8mi) ii$im#Lfc. 





o 



OH 
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witco Ej&mL£7k*m?Ls ssxfjt/tiaiifeo mmmt^^m 

*7A^D?F^77-f- (ftftxf;i/ : n-^i^>= 1 : 3) -CflHRb 

Xs wT©*wt«[ft#-r«awfti^* (2.6 g) 

5 TLC : Rf 0.51 (f»n^;u : n-^f->= 1 : 1) ; 

N M R (300 MHz, CDC1 3 ) : 6 7.10 (s, 2H), 6.93 (s, 1H), 3.99-3.82 (m, 5H), 2.34 
(s, 6H), 2.23-2.11 (m, 2H), 1.72-1.63 (m, 2H) 0 

5 3 

io N- (4- (3, 5-^^^;i/7ai^;i/) hpi:7>-4— - 




###I5 2Ti^bfc<b-£tl (l.51g) O^DD7th-h'j;V (5ml) 

SitfiW (1 0ml) ©JS«fc: N **Ts « (3») 4^<D»T f U 

15 muz—mm\stco ^tsis-cwu -ia«#b-fc. as**** 

20 % (2 8 8mg) £#fc 0 

TLC : Rf 0.54 (KKi^ : n-^*tf>= 1 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6.98 (s, 2H), 6.90 (s, 1H), 6.76 (bs, 1H), 4.02 (s, 2H), 
3.89 (dt, J = 12.0, 3.3 Hz, 2H), 3.72 (dt, J = 12.0, 2.1 Hz, 2H), 2.42-2.34 (m, 2H), 
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2.32 (s, 6H), 2.29-2.13 (m, 2H) 0 
##0J 5 4 

N- (4- (3, 5-i/*3-)\,7 ^-)\,) 71— tf*DK5>-4-^;W 7 

> 

5 ^ > 



##00 5 3 TSBg Lfc-fhi^J (2 5 Omg) ©x.*y-;v (2ml) *«fc 
tfltft (0.4ml) M^l/T (81.2m g) 4iQ*. N 70°CT— Hfcil 

£•^(16 Omg) £*#fc 0 

TLC : Rf 0.54 : ^DD*M= 1:5); 

N MR (300 MHz, CDC1 3 ) : <5 7.07 (s, 2H), 6.90 (s, 1H), 3.92 (dt, J = li.4, 2.4 Hz, 

2H), 3.79 (dt, J = 11.4, 4.2 Hz, 2H), 2.34 (s, 6H), 2.24-2.13 (m, 2H), 1.68-1.60 (m, 

2H)» 

2 

3- (2- ( (3-^;i/-l- (3, 5-^5=-;b7^^;i/) ^;u) # 




o 
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COOCH 3 



###|4 5T'M&btz{h&®} (1.00 g) , ###14 8^mMLtc^m (9 
3 0mg) ^ l-:c3Vl/-3- [3- (i?*?-)lT S) 7*D tf;i>] 

K (136s) ^ 1-t KP^r^Wh'J7^-;i/ (9 5 8mg) £<fc 
5 VN-*?-;i/^;W?U> (1.6ml) £DMF (14ml) JS«*^fi-C3fi? 

^®<b£t> (1.29 S) Zfflto 
10 T L C : R f 0.84 ('Mrify : 1:1); 

NMR (300 MHz, CDC1 3 ) : 6 7.16-7.12 (m, 1H), 7.04-6.98 (m, 2H), 6.96 (s, 2H), 
6.89 (s, 1H), 6.40 (d, J = 9.0 Hz, 1H), 5.20-5.10 (m, 3H), 3.62 (s, 3H), 3.46 (s, 3H), 
3.00-2.90 (m, 2H), 2.65-2.55 (m, 2H), 2.31 (s, 6H), 1.80-1.60 (m, 3H), 0.98 (d, J = 
6.3 Hz, 3H), 0.97 (d, J = 63 Hz, 3H)o 



15 



§jgM3 3 

3- (2- ( (3 -p^u- i_ (3, 5-^f;i/7xz>) 7?)V) # 

;w^-f;i/) -4- (4-^^;i/^>^;i/^^) 7i^) 7*d;i>^ 
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o 




msm 3 2 T-Mit l^"^^^-^ ms&m 1 1 5 tm^om 

TLC : Rf 0.61 (n-^^> :7-feh>=2 : 1) „ 
m&M3 3 (1) ~3 3 (2 1) 

1 

Hffiff]3 3(1) 

3- (2- ( (3-p<^;i/-l- (3, 5-^^7xr;v) y^JV) * 

o 
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TLC:Rf 0.26 (n-^1^> : |ffl|x^;i/= 4 : 1) . 
fg3feff!)3 3 (2) 

3- (2- ( (3-PW1/-1- (3, 5-^^Wx-;i/) * 

5 ;w^-Y;i/) -4- (3-^>7y^>^M^» 7x-;u) 7*n;s>^ji 

o 




TLC:Rf 0.41 (n-^**> : Mlx^;i/=3 : 1) . 

10 mMM3 3 (3) 

4 - (2 - ( (1R) -1- (±7*l/y- l-JJV) JW^'OV) 




TLC : Rf 0.69 (n-'Mf+J-V :ffi|i^= 1:1). 
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M3 3 (4) 

3- (2- ( (3-^;i/-i- (3, 5-^^5 L ;v7x-;i/) 7*^;v) ti 




T L C : R f 0.53 (n-^*V-> : f^^^;u= 2 : 1 ) o 



^M3 3 (5) 

3- (2- ( 1 - (3, 5-^f^7xr;v) 7^;t/) * 

;w^-r;v) -4- (2-^nn^>^M^» 7xn;i/) :rn;i>^ 
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TLC : Rf 0.53 (n-^Vy : gt^x^;i/= 2 : 1) „ 

mmm3 3(6) 

4- (2 - ( (1R) - l- {1-7$Vl/-l-<i)V) x^;i/jt7;wME-f;iO 
5 -4- (2-W7z;^) 7x-;u) 7* ^xyWV 




TLC : R f 0.47 (n-^V> : @^x^;i-= 1 : 1 ) , 

mmm3 3 (7) 

4- (2- ( (1R) -1- (j-7j?u>-l-j)],) x5=-;u*;wt^&-f;i/) 

-4- ( 2-T^y 7^=3^) 71^) 7*>W&?-JVx.X 1 rJ1/ 




TLC : Rf 0.43 (n-^-^> : »K^;i/= 1:1).- 
H»J3 3 (8) 
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4 - (2 - ( (1R) -1- (;f-7*l/>-l — (JV) i^A>;^-f^) 
-4- (3-7MD7i;^» 7x-;u) 7**>^;*^;i>x;*7Vl' 




TLC : Rf 0.85 (n-^*rV> : Bt&x^l/s 1 : 1) 0 
Hfl6flJ3 3 (9) 

4- (2 - ( (1R) -l - (^-7^i/>-i— r;v) 

-4- (3-^ h*ri'7^;*i') 7i^P) 7^>^f;VxXr;i/ 




T L C : R f 0.64 (n-^t>-> : ftRai^= 1 : 1 ) » 

wmj> (10) 

4- (2 - ( (1R) -1- (i-7^l/>-l—^)]/) ^J]/^)V/^)V) 
-4- (2-7;vtD7xy^» 7ir;i/) ^^gbWPa;;*? 1 ;!/ 
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TLC : Rf 0.67 (n — -*V> : f«x^= 2 : 1) . 
faS0»J3 3(11) 

4- (2 - ( (ir) - l- (*-7*i/>-l--f/i0 x^;v*;wt^e-r;i/) 

-4- (^■;^>-2-^;i/) ^^R^^I/x^t 1 ;!/ 




TLC : Rf 0.34 (n-^*^ : Bf&x^;u= 1:1). 



mMM3 3(12) 

3- (2- ( (1R) -3-^^-1- (3, 5-^^7iz;i/) ^ 
f-;i/) *;u/^-r;i/) -4-7i;^>7ix;i/) 7 , n/r/g^f;n7r 
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o 




TLC : Rf 0.86 (n-^it> : W&k^m= 1 : 1) » 

mmm3 3 a 3) 

3- (2- ( (4- (3, 5-^f;i/7x-^) ;l-tKot7>-4- 



o 




TLC : Rf 0.36 (n-M^> : |»x^=2 : 1) • 
HjgflJ3 3 (14) 

3- (2- ( (4- (3, 5-^f;V7i-;i/) /1-fc HDtf7^-4- 

-f;u) :b;w^;i/) -4- ( 2 - ^ n d - 6 - 
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TLC:Rf 0.68 (n-^*V> : 1 : D • 



ata 3 (15) 

3- (2- ( (4- (3, 5-^f;^xr;i/) KnK?V-4- 

-T*) */wW/i>) - 4- (2, 3, 6-h'J7Mn^M^» . 




10 TLC : Rf 0.61 (n-^^> : l»3:^= 1 : D 




ffll 3 3 (16) 

- (2- ( ( (1R) -3-^^-1- (3, B-^Wxifl/) 
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« 

O 




TLC:Rf 0.38 (n — :'wg&*)\>=2 : 1) „ 

mmm3 3 (17) 

3- (2- ( ( (1R) -3-^^-1- (3, 5-^5=-;i/7a:-;U) 



o 




TLC : Rf 0.41 (n-^1f> : ^^;i/=2 : 1) „ 
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mmm3 3 a 8) 

3- (2 - ( (4- (i-7#\s>- 1 -<{)),) KDt^>-4— r;i/) 

o 




TLC : Rf 0.51 (n-^it> :^x^;i/=l : 1) 0 
mfaM3 3(19) 

4- (2- ( (4- (j-7*v>- yi-t h'ntf7>-4— 




TLC : Rf 0.63 (n-^i^> : B^^Jl= 1 : 1 ) o 

* 

nMM3 3 (2 0) 
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■ 

4- (2- ( (4- (3, 5-Wf;v7i-;i/) ;i-t f*n£7>-4- 




TLC : Rf 0.71 (n-^*y-> : BfR^;i/= 1 : 1) . 

r 

3 (2 1) 

3- (2- ( ( (1R) -3-^^-1- (3, 5-^^f;i/7zz;i/) 

7m) *;w^-r;i/) -4- (2, 3, 6-h; 7;p#n^>^;i/2NF->) 



o 




TLC : Rf 0.53 (n-^-«t> : B»x^-;i/= 2 : 1) . 



2§M 3 4 

738 
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3- (2- ( (3-*m-l - (3, 5-^^7i^;i/) * 

jw^j]/) -4- (4-*?-ju*>$>jUtt5/) 7x-;i/) 7*0^ >K 

XOOH 




n«j3 3-ew&Liz<ti&to%m^ mmm3 tmm^mmn^x, 

TLC : Rf 0.69 (i&4\j*^U> :*#;-)V=9 : 1) ; 
NMR (300 MHz, CDO,) : (J 7.29 (d, J = 7.8 Hz, 2H), 7.22-7.18 (m, 3H), 
6.98-6.88 (m, 5H), 6.21 (d, J = 8.4 Hz, 1H), 5.13 (q, J = 8.4 Hz, 1H), 4.99 (s, 2H), 
3.00-2.90 (m, 2H), 2.69 (t, J = 7.5 Hz, 2H), 2.36 (s, 3H), 2.30 (s, 6H), 1.80-1 .50 (m, 
3H), 0.97 (d, J = 63 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H) 0 

mmm34 m -34 (191) 
mmm 33 (i) -33 (21) ■zM&Ltzih&ifozm^TmMm 34 1 

Is #%^J5 4*feii^n^,WI^'rS'fb^l^V^ HilSfll 3 2 -*H£fS 
Hflfeff!l3 4 (1) 

3- (2- ( (3-* 3^- i-7x-;P7*^) #;ww;i/) -4 - (3 
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TLC : Rf 0.51 (^DD*M : **/-;i/=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : d 7.72 (s, 1H), 7.66-7.60 (m, 2H), 7.49 (t, J = 7.8 Hz, 
1H), 7.39-7.23 (m, 5H), 7.17 (d, J = 8.1 Hz, 1H), 6.97-6.89 (m, 2H), 6.47 (d, J - 8.4 
5 Hz, 1H), 5.22 (m, 1H), 5.05 (s, 2H), 2.94 (t, J = 6.8 Hz, 2H), 2.69 (t, J = 6.8 Hz, 
2H), 1.88-1.50 (ra, 3H), 0.98 (d, J = 6.6 Hz, 6H)„ 

HffiffJ3 4 (2) 

3- (2 - ( (3-^;i>-l- (3, 5-^^5^;i/7x^;i/) * 
io ;w^-r;v) -4— swaps' 7*= yu/iym 




TLC : Rf 0.35 (^DD^A : **7-;i>=l 0:1) ; 

NMR (300 MHz, CDC1 3 ) : 7.43-7.33 (m, 5H), 7.17 (m, 1H), 6.98-6.90 (m, 5H), 

6.24 (d, J = 8.4 Hz, 1H), 5.14 (m, 1H), 5.04 (s, 2H), 2.99-2.92 (m, 2H), 2.70 (t, J = 
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7.5 Hz, 2H), 231 (s, 6H), 1.80-1.53 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H) Q 

mmm3 4 (3) 

3- (2- ( (3-*m-l- (3, 5-^^7xz;i/) * 

^COOH 




TLC : Rf 0.38 (^DD^M : ;u= 10:1) ; 

NMR (300 MHz, CDQ,) : dT 7.71 (s, 1H), 7.62 (d, J = 7.8 Hz, 1H), 7.61 (s, 1H), 
7.49 (dd, J = 7.8, 7.8 Hz, 1H), 7.17 (d, J = 7.8 Hz, 1H), 6.97-6.87 (m, 5H), 6.40 (d, J 
= 8.4 Hz, 1H), 5.15 (m, 1H), 5.04 (s, 2H), 2.98-2.91 (m, 2H), 2.71-2.64 (m, 2H), 2.30 
(s, 6H), 1.82-133 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H) 0 

HM3 4 (4) 

3- (2- (±7*i/>-i-^;M^£;w\*^E-r;i/) -4-7i;^> 
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COOH 




TLC : Rf 0.47 (^DD*M : 10:1) ; 

NMR (300 MHz, CDC1 3 ) : <5" 8.08 (d, J = 7.8 Hz, 1H), 7.91-7.79 (m, 2H), 
7.58-739 (m, 4H), 736-7.06 (m, 5H), 7.02-6.90 (m, 3H), 6.27 (m, 1H), 5.06 (d, J = 
5 5.4 Hz, 2H), 3.06 (t, J = 7.5 Hz, 2H), 2.77 (t, J = 7.5 Hz, 2H) 0 

H»J3 4 (5) 

3- (2- (1- (^-7^L/>-2— r;i0 x^-;i/3b;w^^;i/) -4-7 

^COOH 




TLC : Rf 0.47 (^DD^A : J— ;i= 10:1) ; 

NMR (300 MHz, CDC1 3 ) : d 7.88-7.72 (m, 4H), 7.52-6.92 (m, 11H), 6.46 (d, J = 

7.5 Hz, 1H), 5.46 (m, 1H), 3.03 (t, J = 7.5 Hz, 2H), 2.75 (t, J = 7.5 Hz, 2H) 0 1.67 (d, 

J=6.6Hz,3H)o 

mm 3 4 (6) 
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3 _ ( 2 - ( o-^^-i- (?7#i,y- i-^f;i/) a;wt 
*4)V) -4-7z;^7i^) 7*d;i> 




COOH 




V/ 1 



TLC : Rf 0.48 (^DD^A : J—)\s= 10 : 1 ) ; 

NMR (300 MHz, CDC1 3 ) : 6 8.29 (d, J = 8.4 Hz, 1H), 7.86 (d, J = 7.5 Hz, 1H), 

* 

7.78 (d, J = 15 Hz, 1H), 7.62-7.28 (m, 6H), 7.22-7.07 (m, 2H), 7.02-6.90 (m, 4H), 
6.27 (d, J = 8.7 Hz, 1H), 6.10 (m, 1H), 2.99 (t, J = 7.5 Hz, 2H), 2.71 (t, J = 7 5 Hz, 
2H), 1.97-1.90 (m, 2H), 1.78 (m, 1H), 1.11 (d, J = 6.6 Hz, 3H), 0.99 (d, J = 6.6 Hz, 
3H)o 



%flS0!l3 4 (7) 

3- (2- (4-^^-2-7xz;K>f;i/) ^w^e-f -4-7 



COOH 
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TLC : Rf 0.47 {WCx**Ws : Q : 1) • 

» 

N M R (300 MHz, CDC1 3 ) : 6 7.35 (t, J = 7.5 Hz, 2H), 7.30-7.10 (m, 7H), 7.00- 
6.90 (ra, 3H), 6.73 (d, J = 2.7 Hz, 1H), 5.85-5.80 (m, 1H), 3.86-3.76 (ra, 1H), 3.40- 

3.28 (m, 1H), 3.02-2.84 (m, 3H), 2.67 (t, J = 7.8 Hz, 2H), 1.65-1.35 (m, 3H), 0.86 

(d, J = 6.3 Hz, 3H), 0.84 (d, J = 6.3 Hz, 3H) 0 

3 - (2 - C (1R) -1- (±7^l/>-l-> ^jltuw^jjl) 
-4- (2-W7i;^» 7ir;H yuA>m 

^COOH 




TLC : Rf 0.52 (&UUifr;]/& : y—)\,= 10:1) ; 

NMR (300 MHz, CDd 3 ) : 6 8.19 (d, J = 8.1 Hz, 1H), 7.87 (d, J = 8.1 Hz, 1H), 
7.81 (d, J = 8.1 Hz, 1H), 7.68-7 A2 (m, 6H), 7.28 (m, 1H), 7.18-6.98 (ra, 3H), 6.84 (d, 
J = 8.4 Hz, 1H), 6.40 (d, J = 7.8 Hz, 1H), 6.12 (m, 1H), 3.08 (t, J = 7.5 Hz, 2H), 2.77 
(t, J = 75 Hz, 2H), 1.79 (d, J = 6.6 Hz, 3H) 0 

3 - (2 - ( (ir) - i- (±7 $ u > - 1 - ;i0 x^;k&;wt^>r;i/) 
-4- (4-i/7;7i;^) 7i-;i/) rn^vft 
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COOH 




TLC : Rf 0.52 (^DD^A : *9 J—)\>= 1 0 : 1) ; 
NMR (300 MHz, CDC1,) : 6 8.17 (d, J = 8.1 Hz, 1H), 7.87 (m, 1H), 7.81 (d, J = 
8.1 Hz, 1H), 7.60-7.41 (m, 6H), 7.28 (m, 1H), 7.04-6.90 (m, 4H), 635 (d, J = 8.4 Hz, 
5 1H), 6.11 (m, 1H), 3.13-3.02 (t, J = 7.5 Hz, 2H), 2.75 (t, J = 7.5 Hz, 2H), 1.79 (d, J = 
6.6 Hz, 3H) 0 



10 




#!I3 4 (10) 



3- (2- ( (1R) 



l-y ^-^ol^-)]/^)]/^^ ))/) -4-7x7^ 




COOH 




TLC : Rf 0.47 (Mp^V> : **S-fr=9 : D ; 
NMR (300 MHz, CDC1 3 ) : 6 7.40-7.23 (m, 7H), 7.20 (d, J = 8.4 Hz, 1H), 7.12 (t, 
J = 7.2 Hz, 1H), 7.05 (d, J = 2.4 Hz, 1H), 7.02-6.92 (m, 3H), 6.39 (d, J = 7.5 Hz, 1H), 
15 5.28 (q, J = 7.5Hz, 1H), 3.01 (t, J = 7.5 Hz, 2H), 2.73 (t, J = 75 Hz, 2H), 1.57 (d, J = 
6.9Hz,3H) 8 
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mm 3 4(ii) 

4 - (2 - ( (1R) -1- (j-7*U>- 1— f)V) )V) 

r^^cooH 




TLC : Rf 0.64 (MfatW!/ : ;W= 9 : 1) ; 

N M R (300 MHz, GDC1 3 ) : <? 8.19 (d, J = 7.8 Hz, 1H), 7.86 (d, J = 75 Hz, 1H), 
7.80 (d, J = 8.1 Hz, 1H), 758-7.40 (m, 4H), 7.31 (t, J = 7.5 Hz, 2H), 7.20-7.06 (m, 
2H), 6.98-6.88 (m, 4H), 6.15-6.05 (ra, 1H), 6.01 (d, J = 8.1 Hz, 1H), 2.85-2.70 (m, 
2H), 2.40-2.20 (m, 2H), 2.00-1.80 (m, 2H), 1.76 (d, J = 6.3 Hz, 3H)o 

Hjfi#U3 4 (12) 

3 - (2 - ( (1R) - i- (4-^f;v7i^) ^;^;w^^;u) 

-4 ^ri/7in-;i/) 7*n^>18 




TLC : Rf 0.24 (n-^-y-> :ftftx^-;u= 1 : 1) ; 
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NMR (300 MHz, CDC1 3 ) : 6 7.37-7.31 (m, 2H), 7.26-7.10 (ra, 6H), 7.04 (d, J = 
2.1 Hz, 1H), 7.00-6.93 (m, 3H), 6.29 (brd, J = 5.4 Hz, 1H), 5.25 (m, 1H), 3.05-3.00 
(m, 2H), 2.77-2.72 (m, 2H), 2.33 (s, 3H), 1.56 (d, J = 6.6 Hz, 3H)» 

$mm3 4 (13) 

3 - (2- (l - (4-7;^D7ix;i/) x5=-;u*;w^^ ;b) -4-7 

XOOH 




TLC:Rf 0.62 (^b^^V> : t*?;-)^ 9 : 1) ; 
NMR (300 MHz, CDa 3 ) : 6 7.38-730 (m, 4H), 7.20 (d, J = 8.4 Hz, 1H), 7.12 (t, 
J = 7.5 Hz, 1H), 7.05-6.93 (m, 6H), 6.40 (d, J = 7.5 Hz, 1H), 5.30-5.20 (m, 1H), 3.00 
(t, J = 7.5 Hz, 2H), 2.72 (t, J = 7.5 H z, 2H), 1.55 (d, J = 6.9 Hz, 3H)o 

H»J3 4 (14) 

3- (2- ( (1R) *;w^;i/-4-7i 

* 
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TLC : Rf 0.59 (ffittf-uy : 9 : 1) ; 

N MR (300 MHz, CDC1 3 ) : d 7.40-7.30 (m, 3H), 7.30-7.20 (m, 4H), 7J5-7.05 (m, 
2H), 7.03-6.94 (m, 3H), 6.27 (d, J = 8.7 Hz, 1H), 5.64 (q, J = 7.5 Hz, 1H), 3.10 (t, J = 
5 75 Hz, 2H), 3.06-2.84 (m, 2H), 2.80 (t, J = 7.5 Hz, 2H), 2.76-2.62 (m, 1H), 2.00- 
1.80(m,lH) o 

|gffliff]3 4 (15) 

3- (2- ( 1 3 -y^-^yu^Jl) A/W^^-4-7i 

io ;^7i- 7*n;i>& 




TLC : Rf 0.54 (^nD^/l/A : **J—;\/=10 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.40-6.94 (m, 13H), 5.92 (d, J = 8.4 Hz, 1H), 4.22 
(m, 1H), 3.05 (t, J = 7.5 Hz, 2H), 2.81 (t, J = 7.5 Hz, 2H), 2.70 (t, J = 7.8 Hz, 2H), 
15 1.93-1.78 (m,2H), 1.27 (d, J = 6.6 Hz, 3H)„ 
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» 

mum 34 (16) 

3- (2 - ( (ir) - l- (4--hD7i^) x5=-;i/*;w^-f ;v) 



COOH 




TLC : Rf 0.56 (£ n n^;i/A : * * 10:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 8.19 (d, J = 7.8 Hz, 2H), 7.53 (d, J = 7.8 Hz, 2H), 
7.40-6.94 (m, 8H), 6.66 (d, J = 7.2 Hz, 1H), 5.33 (m, 1H), 2.99 (t, J = 72 Hz, 2H), 
2.73 (t, J = 7.2 Hz, 2H), 1.59 (d, J = 7.2 Hz, 3H) 0 



WJ3 4 (17) 




TLC : Rf 0.55 (7DD^A : 10:1) ; 
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• ■ 

NMR (300 MHz, CDC1 3 ) : <5 7.44-6.93 (m, 18H), 6.71 (d, J = 8.1 Hz, 1H), 6.42 
(d, J = 8.1 Hz, 1H), 3.02 (t, J = 7.2 Hz, 2H), 2.72 (t, J = 7.2 Hz, 2H) 0 

jjMli (18) 

3- (2- ( (3-^^)1- 1 - (3, 5-^^7i_^) t> 

^COOH 




TLC : Rf 0.57 {tUU-fc)],& :*?J—)V= 10: 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.39-7.09 (m, 5H), 7.05-6.87 (m, 6H), 6.21 (d, J = 
8.4 Hz, 1H), 5.13 (m, 1H), 3.06-2.92 (m, 2H), 2.72 (t, J = 7.8 Hz, 2H), 2.29 (s, 6H), 
1.81-1.50 (m, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.96 (d, J = 63 Hz, 3H) 0 

* 

H$BffJ3 4(19) 

3- (2- ( (1R) -1, 2, 3, 4-fh7h KD±7^V>- 1 — T 

A;w^;i/-4-7i;^>7i^;i/) 7u/i>m 
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COOH 




TLC : Rf 0.52 (^DD*W : S— )V= 10: 1) ; 

N M R (300 MHz, CDC1 3 ) : 6 7.38-6.92 (m, 12H), 6.25 (d, J = 8.4 Hz, 1H), 5.35 

(m, 1H), 3.10 (t, J = 7.2 Hz, 2H), 2.90-2.71 (m, 4H), 2.14 (m, 1H), 2.01-1.78 (m, 3H) 0 



#13 4 (2 0) 

3- (2- ( (1R) -l- (1, l'-f7x-;i/-4-^;i/) 



COOH 




TLC : Rf 0.52 (^nn*M : t*;—)^ 10:1) ; 

NMR (300 MHz, CDCQ : 6 7.65-6.92 (m, 17H), 6.40 (d, J = 8.1 Hz, IE), 533 

(m, 1H), 3.03 (t, J = 7.2 Hz, 2H), 2.80-2.70 (m, 2H), 1.61 (d, J =6.9 Hz, 3H) 0 



mi3 4(21) 

3 - (2 - ( (1R) -1- {±7 y - 1 - )v) x^-;v*;w^-r;i/) 

-4- (4-^5 L ;i/7xy^r^) 7i-/l/) 7n^> 
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COOH 




T L C : R f 0.50 (^DD*;i/A : 9 : 1) ; 

NMR (300 MHz, CDQ,) : 6 8.17 (d, J = 7.8 Hz, 1H), 7.90-7.77 (m, 2H), 
7.59-7.41 (m, 4H), 7.21-7.07 (m, 3H), 6.98-6.80 (m, 4H), 6.29 (d, J = 8.1 Hz, 1H), 
6.10 (m, 1H), 3.04 (t, J = 7.2 Hz, 2H), 2.75 (t, J = 7.2 Hz, 2H), 2. 33 (s, 3H), 1.78 (d, 
J = 6.9 Hz, 3H) 0 

gagMli (2 2) 

3- (2- {isT;-7xL—)Vti)\,n^)),') -4-7iy^>7i^/V) 




TLC : Rf 0.62 (-mbtf-^y :**;-)),= 9 : 1) ; 

NMR (300 MHz, CD 3 OD) : 6 7.58-754 (m, 2H), 7.48-7.28 (m, 6H), 7.13 (t, J = 7.5 
Hz, 1H), 7.03-6.97 (m, 4H), 6.29 (s, 1H), 2.97 (t, J = 7.2 Hz, 2H), 2.57 (t, J = 72 Hz, 
2H)o 
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mmm 34 (23) 

3- (2 - ( (3-^;i/-l- (3, 5-^^Wir;v) 7*^) * 



COOH 




TLC : Rf 0.61 {Wa^V> : **y-;i/=9 : 1) ; 

NMR (300 MHz, CDC1,) : 6 7.40-7.32 (m, 2H), 7.18-7.12 (m, 1H), 7.10-7.02 (m, 
2H), 6.96-6.88 (m, 5H), 6.27 (d, J = 8.4 Hz, 1H), 5.14 (q, J = 8.4 Hz, 1H), 4.98 (s, 
2H), 3.00-2.90 (m, 2H), 2.75-2.65 (m, 2H), 2.30 (s, 6H), 1.80-1.50 (m, 3H), 0.97 (d, 
J = 6.3 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H) 0 

1 

fg»J3 4 (2 4) 

3- (2- ( (3-^;i/-l- (3, 5-i;^fJl/7x^) * 

;w\^e-f;i/) -4- (2-S/7'>'^>^;i/^i/) 7ir;i/) zru^Wi 

XOOH 
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TLC : Rf 0.63 : ,*#y-;i/=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.70 (d, J = 7.5 Hz, 1H), 7.63 (dd, J = 4.8, 1.2 Hz, 
2H), 7.50-7.40 (ra, 1H), 7.18 (d, J = 8.7 Hz, 1H), 7.02-6.94 (m, 4H), 6.90 (s, 1H), 
636 (d, J = 8.4 Hz, 1H), 5.23 (s, 2H), 5.15 (q, J = 8.4 Hz, 1H), 3.00-2.90 (m, 2H), 
2.75-2.65 (m, 2H), 2.30 (s, 6H), 1.85-1.50 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H) 0 

mmm 34 (25) 

3- (2- ( (3-^^-1- (3, 5-^^7zz;i/) * 
;wt^-r;i/) -4- (2-^ Y*ri/'<>*J)\'***/) 7"D^>& 

XOOH 




TLC : Rf 0.51 (£nn*;UA : ^*y-;i/= 10:1) ; 

NMR (300 MHz, CDCL,) : 6 7.40 (d, J = 7.2 Hz, 1H), 7.31 (m, 1H), 7.17 (m, 1H), 
7.04-6.87 (m, 7H), 6.22 (d, J = 8.4 Hz, 1H), 5.14 (m, 1H), 5.08 (s, 2H), 3.84 (s, 3H), 
3.02-2.90 (m, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.31 (s, 6H), 1.83-1.52 (m, 3H), 0.97 (d, 
J = 6.0 Hz, 6H) 0 

H3SM3 4 (2 6) 

3- (2- ( (3 1- (3, 5-^X^7x-;i/) * 

;w^-r;i/) -4- 7i-;i/) 7uA>Wt 

m 
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COOH 




TLC : Rf 0.56 (^DD$M : *$J-fr= 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.51 (ra, 1H), 7.40 (m, 1H), 7.33-7.23 (m, 2H), 7.18 
(m, 1H), 7.00-6.87 (ra, 5H), 6.23 (d, J = 8.7 Hz, 1H), 5.20-5.10 (m, 1H), 5.15 (s, 2H), 
3.02-2.89 (m, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.31 (s, 6H), 1.83-1.52 (m, 3H), 0.98 (d, 
J = 6.3 Hz, 6H) 0 



m 3 4 (2 7) 



3- (2- ( (3-^^;b- l- (3, 5-^^^;i/7i^;i/) * 
;w^-r;i/) -4- (2-7i-;k>^M^» :rn;i> 



COOH 




TLC : Rf 0.55 (^DO/tVVA \*9J—fr= 10:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.56 (m, 1H), 7.44-7.30 (m, 8H), 7.11 (d, J = 8.1 Hz, 

1H), 6.95-6.77 (m, 5H), 6.17 (d, J = 8.4 Hz, 1H), 5.13 (m, 1H), 4.91 (s, 2H), 2.99- 
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2.87 (m, 2H), 2.68 (t, J = 7.5 Hz, 2H), 2.30 (s, 6H), 1.83-1.50 (m, 3H), 0.97 (d, J = 
63Hz,6H)„ 

mmm3 4 (2 8) 

3- (2- ( (3, 5-^Wi-;V) * 

;w*e>r;i0 -4- (2-^f;H>»Jp5>) 7x-;i/) Tun^m. 

XOOH 




T L C : Rf 0.57 (^DD^;i/A : J> $ S —)\/= 10:1) ; 

NMR (300 MHz, CDClj) : 6 7.36 (d, J = 7.2 Hz, 1H), 7.30-7.14 (m, 4H), 
7.01-6.88 (m, 5H), 6.24 (d, J = 8.4 Hz, 1H), 5.15 (m, 1H), 5.01 (s, 2H), 3.02-2.90 (m, 
2H), 2.68 (t, J = 7.5 Hz, 2H), 2.36 (s, 3H), 2.30 (s, 6H), 1.83-1.53 (m, 3H), 0.98 (d, J 
= 6.3 Hz, 6H)o 

mmmz 4(29) 

3- (2- ( (3-*?JV-l- (3, 5-^^5 L ;V7x-;i/) 7m) * 
;w\*^e>f;i/) -4- (2-7)]/*v<>S>M*i/) 7ir;v) 7*p^>^ 
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COOH 




TLC : Rf 0.50 (^nn*M : — ;v= 9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.50-7.42 (m, 1H), 7.38-7.28 (m, 1H), 7.23-7.04 (m, 
3H), 7.02-6.88 (m, 5H), 6.24 (d, J = 8.7 Hz, 1H), 5.20-5.08 (m, 1H), 5.11 (s. 2H), 
3.02-2.90 (m, 2H), 2.72 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, 
J =6.3 Hz,6H)o 

^flfeffi]3 4 (3 0) 

3- (2 - ( (3, 5-^^^7i-;V) /f^) * 

* 




TLC : Rf 0.50 (^nn*;i>A : ^^y— ;V=9 : 1) ; 

NMR (300 MHz, CDCU : 6 7.32 (d, J = 7.8 Hz, 2H), 7.25-7.14 (m, 3H), 

7.00-6.88 (m, 5H), 6.23 (d, J = 8.1 Hz, 1H), 5.20-5.10 (m, 1H), 5.00 (s. 2H), 3.02- 
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2.90 (m, 2H), 2.75-2.60 (m, 4H), 2.31 (s, 6H), 1.82-1.50 (m, 3H), 1.24 (t, J = 7.5 Hz, 
3H), 0.98 (d, J = 63 Hz, 6H) 0 

3- (2- ( (3-^^-1- (3, 5-^^V7x"M * 

;w^e-f;i/) -4- (2 - h 'J 7;i/tD^5 L ;K>^vt^^) 7^-;W 




TLC : Rf 0.50 (^DD*;i/A : *$;-)V=9 : 1) o 
ffeSS#»J3 4 (3 2) 

■ 

3- (2- ( (3-^^;i/-l- (3, 5-^^7xr;i/) * 

;wve-r;i/) - 4- (2, 3-^ h*^>^;^>) 7i-;i/) :ro 
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TLC : Rf 0.50 (^DD^l/A :*#;-)V=9 : 1) ; 

NMR (300 MHz, CDC1,) : 6 7.17 (d, J = 7.8 Hz, 1H), 7.12-6.88 (m, 8H), 6.27 (d, 

J = 8.7 Hz, 1H), 5.20-5.08 (m, 1H), 5.09 (s. 2H), 3.88 (s, 3H), 3.86 (s, 3H), 3.02-2.90 

(m, 2H), 2.71 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, J = 6.6 Hz, 

6H) 0 

»3 4 (3 3) 

3- (2- ( (3-*^;i/-l- (3, 5-^^7i^;i/) * 

;w^E^;i/) -4- (2, 6-^^;i/^>^;M-^>) 7i^) rD;i 




TLC : Rf 0.54 (^DD^M : p<#y-;i/=l 0:1) ; 

NMR (300 MHz, CDClj) : d 7.28-7.13 (m, 3H), 7.12-6.95 (m, 3H), 6.94 (s, 2H), 
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6.90 (s, 1H), 6.29 (d, J =8.7 Hz, 1H), 5.15 (m, 1H), 5.01 (s, 2H), 3.03-2.92 (m, 2H), 
2.72 (t, J = 6.9 Hz ,2H), 2.38 (s, 6H), 2.30 (s, 6H), 1.82-1.55 (m, 3H), 0.97 (d, J = 6.3 
Hz, 6H) 0 



M3 4 (3 4) 

< 

3- (2- ( (3-*?)v- 1- (3, 5-^^^-;i/7^-;i/) t> 

JW^<Vl) -4- (3-^DD^>^;^^r^» 7x.—)l) 



COOH 




TLC : Rf 0.50 (^DD*;VA : ^*y-;V=9 : 1) ; 
10 NMR (300 MHz, CDQ,) : d 7.42 (s, 1H), 7 .34-7.22 (m, 3H), 7.21-7.14 (ra, 1H), 
6.97-6.88 (m, 5H), 6.26 (d, J = 8.1 Hz, 1H), 5.20-5.10 (m, 1H), 5.01 (s. 2H), 3.00- 
2.93 (m, 2H), 2.71 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, J = 
63 Hz, 6H) 0 



15 mmm3 4(35) 

3- (2- ( (3-PW1/-1- (3, 5-V*3-fr7^=-fr) * 

;wt^e^;i/) -4- (3-7;i/^*n^>^;i/^^) 7z-;t/) :td^> 
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COOH 




TLC : Rf 0.50 (?UU*jlA :*#;-jl=9 : 1) ; 
N MR (300 MHz, CDC1 3 ) : 6 7.40-7.30 (m, 1H), 7.21-7.10 (m, 3H), 7.07-6.98 (m, 
1H), 6.98-6.89 (m, 5H), 6.26 (d, J = 8.7 Hz, 1H), 5.20-5.08 (m, 1H), 5.04 (s. 2H), 
3.00-2.90 (m, 2H), 2.71 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, 
J = 6.3 Hz, 6H) 0 

fg»J3 4 (3 6) 

3- (2- ( (3-^^-1- (3, 5-^f;i/7i-;i/) 7*^;i/) * 
;UA^;iO -4- (3- h V7)\>*U**)\,s<>VM*r*;) 7ir;i/) 



COOH 




TLC : R f 0.50 (^ d Dsftfl/A : ;>< * ^-;i/= 9 : 1 ) . 
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mmm 3 4 (37) 

3- (2- ( (3-^;i/-l- (3, 5-^f-;i/7x-;v) 7m) ft 

W^jji) -4- (4- h ij 7;i/tn^f 7x 



COOH 




TLC : Rf 0.50 (^nD*;i/A : — ;i/= 9 : 1) o 
f*afiflJ3 4 (3 8) 

3- (2- ( (3 1- (3, 5-^^f>7i-;i/) 7^;i/) * 

-4- (4-'fV7 , D^K>^;m^) 7i-Ji/) ^d;-? 




TLC : Rf 0.50 (^DD^M : ;V=9 : 1) o 

* 

762 



WO 03/016254 



PCT/JP02/08120 



M3 4 (3 9) 

3- (2 - ( (3-^^-1- (3, 5-^^7ir;i/) ti 

;w^;b) -4- (±7 1-- ov) ^^;i/^^>7^-;i/) rn 



COOH 




TLC : Rf 0.50 (*np*;UA : **^-;i/=9 : 1) ; 

N M R (300 MHz, CDC1 3 ) : 6 8.05-7.98 (m, 1H), 7.94-7.84 (m, 2H), 7.60-7.40 (m, 
4H), 7.22 (d, J = 8.1 Hz, 1H), 7.10-7.00 (m, 2H), 6.96-6.88 (m, 3H), 626 (d, J = 8.1 
Hz, 1H), 5.47 (s, 2H), 5.20-5.10 (m, 1H), 3.05-2.90 (m, 2H), 2.73 (t, J = 7.2 Hz, 2H), 
230 (s, 6H), 1.84-130 (m, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.96 (d, J = 6.3 Hz, 3H) 0 

$mM3 4 (4 0) 

3- (2- ( (3-^^;i/- 1- (3, 5-^7^71-;!/) * 
;w^;u) -4- (4-^;^>^;i/^-^» 7i-;H 7n;of 
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COOH 




TLC : Rf 0.50 (PUUtiVVA : *#;—J]/=9 : 1) „ 

mmm 34 (41) 

3- (2- ( (3-^JV-l- (3, 5-^^f;i/7xz;i/) 7m) ti 

-4- (4-t-^M>^i/*+S') 7i-;v) rn;^ 



COOH 




TLC : Rf 0.50 (^DD*;i/A : ;i/=9 : 1) » 

IHfe#!l3 4 (4 2) 

3- (2- ( (3-^5=-;U-l- (3, 5-^^7i-;i/) * 

;wn*^^;i/) -4- (4-7i-M>^W^) 7i-;i/) 7*n^>^ 
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COOH 



TLC : Rf 0.50 (^DD^M : ^=9 : 1) ; 

N MR (300 MHz, CDC1 3 ) : 6 7.65-7.55 (m, 4H), 7.55-732 (m, 5H), 7.23-7.15 (m, 
IK), 7.06-6.86 (m, 5H), 6.24 (d, J = 8.4 Hz, 1H), 5.20-5.08 (pa, 1H), 5.08 (s, 2H), 
3.03-2.92 (m, 2H), 2.72 (t, J = 6.9 Hz, 2H), 2.30 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, 
J = 5.4Hz,6H) 0 



fife#i]3 4 (4 3) 
3- (2- ( (3-**7l>-l- (3, 5-^f;i/7i 

;w^^;i/) -4- (2-^>^;^>^^^r x » t*d^> 



COOH 




TLC ;Rf 0.50 (^Dn*;i/A : — ;V= 9 : 1) 0 




M3 4 (4 4) 
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3- (2- ( (3-^;i/-l- (3, 5-^^f;V7x-;v) iz 

;w\*^;i/) - 4- (2-^pp-6-7;v^D^>^;i/^|-drS/) ?x-;i/) 




5 TLC.-Rf 0.50 (^nn*M:^^;-^=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : <5" 7.36-7.18 (m, 3H), 7.10-6.88 (m, 6H), 6.27 (d, J = 
8.7 Hz, 1H), 5.20-5.10 (m, 3H), 3.02-2.94 (m, 2H), 2.73 (t, J = 6.9 Hz, 2H), 2.31 (s, 
6H), 1.84-1 JO (m, 3H), 0.98 (d, J = 6.0 Hz, 6H) 0 

10 Hjfe^J3 4 (4 5) 

3- (2- ( (3-pWV-I- (3, 5-^^f;V7xr;i/) T^/lO * 

;w^^;i/) -4- (2, 5 -i?7MU'*>i?)]/tti') 7i-;H t*p 
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T L C : Rf 0.50 (^DD^jl/A : J—)}/— 9:1) ; 
N M.R (300 MHz, CDC1 3 ) : 6 7.25-7.16 (m, 2H), 7.10-6.90 (m, 7H), 6.28 (d, J = 
8.1 Hz, 1H), 5.20-5.10 (m, 1H), 5.09 (s, 2H), 3.05-2.90 (m, 2H), 2.72 (t, J = 7.5 Hz, 
2H), 2.31 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)„ 



£860113 4 (4 6) 

3- (2- ( (3-^^)1-1- (3, 5-&*W7x.—)V) 7f-fr) * 
;W\*^;tO -A- (A 7i-;V) 7*B^> 



COOH 




10 TLC : Rf 0.50 (^Dn^M : ^^^-;U=9 : 1) 



afeff]3 4 (4 7) 

3- (2- ( (3-*?)V- 1- (3 , 5-^^5 L ;i/7^-;i/) 7*^;i/) * 

-4- (2-7;i/^-D-5-h>j7;u^-n^5 : -;^>^^^r 
is i/) 7n-)v) yu)\y 
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COOH 




TLC : Rf 0.50 (^ddj|?W : J— ;V= 9 : 1) » 
aSSMli (4 8) 

3- (2- ( (3-^5^;u-i- (3 4 5-^^^7i^i/) * 
;wt^e-r;u) -4- (2, 4-^7;i/^-n^>^;^^» 7i=;H 7n 




TLC : Rf 0.50 (*nn*;i/A : **y-;i/=9 : 1) 0 
jfflg@L3 4 (4 9) 

3- (2- ( (3-^^-1- (3, 5-^f;v7i-;v) £ 
;w^-f;i/) -4- (3, 5-^3Sn^>^;i/;d-=^>) 7i-M 7*n^ 
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COOH 




TLC : Rf 0.50 (^DD^M : p<*^-;i/=9 : 1) 



mMM3 4 (5 0) 

3- (2 - ( (3, 5-y^^;u7x-;i/) rr^) £ 

XOOH 




TLC : Rf 0.33 (n-'Mr-y-> : If®x3\H/= 1 : 1) . 

* 

HflSff] 3 4 (51) 

3- (2 - ( (3-^3^-1- (3, 5-^^7i-;P) * 

-4- ( 2 - - 6 - h 'J 7Mn^ 
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6c 



T L C : R f 0.57 (n-^=HJ-> : ff|«x?-;u= 1 : 1 ) 0 
^#13 4 (5 2) 

5 3- (2- ( (3-^;i/-l- (3, 5-^^f;i/7i_A) :t>;i,) * 
;Wt^e^;i/) -4- (2, 3-^7;^D^>^;v^^» 7i^) 7u 

;i>8 . 




TLC :Rf 0.57 (n-^^> : »Bx^= 1 : 1) 0 

> 

HflfeffJ3 4 (5 3) 

3- (2- ( (3-^^-1- (3, 5-i>*W7x.=W)y?)),) # 

)W^=e^)V) -4- (2, 6-S?7;V;tn^>^;ktf-^) 7i_jl/) 7*p 
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COOH 





TLC :Rf 0.57 (n-^f-> : ffls»x^;i/= 1 : 1) ; 

NMR (300 MHz, CDClj+CDjOD) : (J 7.34 (m, 1H), 7.19 (d, J = 8.4 Hz, 1H), 
7.03-6.85 (m, 7H), 6.28 (d, J = 8.4 Hz, 1H), 5.15 (ra, 1H), 5.11 (s, 2H), 3.11-2.88 (m, 
5 2H), 2.69 (t, J = 7.1 Hz, 2H), 2.30 (s, 6H), 1.86-1.52 (m, 3H), 0.98 (d, J = 6.3 Hz, 
6H) 0 




0 3 4 (5 4) 



3- (2- ( (3-^^-1- (3, yf-)]/) * 

10 ;W\*^E-r;i/) -4- (2-^DD-4-7Mn^>^Vt^» 7z-Jl/) 



COOH 



* 4 

\ 




TLC : Rf 0.60 (n-^t>:S8i^= 1:1) 
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m&M3 4 (5 5) 

3- (2- ( (3 1- (3, 5-^^f;i/7ir;i/) ti 

JM^JM -4 - (3, 5 -i/7)\sJrw<>VM**y) 7 7u 




TLC : Rf 0.55 (n-^V > : BJ&x^l/s 1 : 1) „ 
jfljgy 4(56) 

3- (2- ( (3-^;u-l- (3, 5-y^^b7xr;i/) * 

- 4- (3, (MJ7Mn^f;i/) ^>i?M*ci») 




TLC : Rf 0.59 (n-^*-tf-> : ffftx*-;i/= 1:1), 
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Hfl£0!l3 4 (5 7) 

3- (2 - ( (3-^;u-l- (3, 5-$/7^7i-;i/) * 
;w^-r;i/) -4- (3, 4-^7;^n^>^;M-^>) 7x-;i/) 7*d 




TL C : Rf 0.60 (n-^"b-> : WSL^A/- 1 : 1) » 

mmm 34 (58) 

3- (2- ( (3-*^;i/- 1- (3, 5-^3S^7x-;i/) ^^V) * 

;w^>r;i/) -4- (3 - h vyMutf-frtti/^stAtt*/) y=. 




T'LC : Rf 0.57 : fm^)l= 1 : 1) 0 
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mmm3 4 (59) 

3- (2- ( (3-^^-1- (3, 5->^3\^7x-;i,) ' rf-A/) * 
JW^JU) -4- (3, 4-i>*f-Ari>i>W*i/) 7x-;i/) 7*D^ 




TL C : Rf 0.55 (n-'\=HJ-> : Bffllx^= 1 : 1) 0 

mmm3 4 (6o) 

3 - (2- ( (3-^^-1- (3, 5-^^7i^) £ 
JW^-fJl) -4- (2-p< h^r$/^7^l/>- 1 7 




TLC : Rf 0.50 (^DD^l/A :p<^y-;i/=9 : 1) 0 
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mMM3 4(6 1) 

3- (2- ( (3 l - (3, 5-^?;i/7i-;i/) * 
^wve-r;i/) -4- (2, 3, 6 - h y 7;i/#n^>$>;i/;a-^>) 7i-ji/) 




TLC : Rf 0.50 (^DD^M : **y-;U=9 : 1) ; 
NMR (300 MHz, CDC1,) : 6 7.26-7.12 (m, 2H), 7.02-6.84 (m, 6H), 6.29 (d, J = 
8.7 Hz, 1H), 5.20-5.10 (m, 1H), 5.11 (s. 2H), 3.00-2.92 (m, 2H), 2.70 (t, J = 7.2 Hz, 
2H), 2.31 (s, 6H), 1.84-1.54 (m, 3H), 0.98 (d, J = 63 Hz, 6H) 8 

mmm 3 4 (6 2) 

4- (2- ( (3-^^)1-1- (3, 5-^fA7i^) 7=f-)V) * 

i^^cooh 
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TLC : Rf 0.54 (^DD^M 9:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.45-7.28 (m, 5H), 7.12 (d, J = 8.1 Hz, 1H), 

6.99-6.86 (m, 5H), 5.89 (d, J = 8.4 Hz, 1H), 5.14 (m, 1H), 5.04 (s, 2H), 2.68 (t, J = 

7.5 Hz, 2H), 231 (s, 6H), 2.26 (t, J = 7.2 Hz, 2H), 1.96-1.48 (ra, 5H), 0.98 (d, J = 4.8 

Hz,6H)o 

mm 34 (63) 

4- (2 - ( (ir) - l- (±7#uy-i — vD x*vw&;ww;i>) 

-4- (4-—hU7x-;5-» 

r^^cooH 




TLC : Rf 0.46 (^DD*M : — ;i/= 10:1) ; 

NMR (300 MHz, CDd 3 ) : 8.23-8.13 (m, 3H), 7.87 (d, J = 8.1 Hz, 1H), 7.82 (d, 

< 

J = 8.1 Hz, 1H), 7.59-7.42 (m, 4H), 7.06-6.92 (m, 4H), 6.12 (m, 1H), 6.01 (d, J = 8.7 
Hz, 1H), 2.88-2.76 (m, 2H), 2.37-2.29 (m, 2H), 2.00-1.88 (m, 2H), 1.79 (d, J = 6.6 
Hz,3H)o 

mmm3 4 (6 4) 

4- (2 - ( (ir) - l- {ir'7#v>-l— <;i/) x^;i/*;w^-r;i/) 

-4- (4-7^7i;^» 7x-Jl/) 
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r^cooH 




TLC : Rf 0.42 (^OD^W : *9J—fr= 1 0 : 1) „ 
aH 3 4 (6 5) 

4 - (2 - ( (1R) - l- 1— x^i^w^e-r;]/) 

-4- (4-^^;i'^;i/^-;v7aiydri/) 7i-;i/) 

r^COOH 




TLC : Rf 0.43 (^DD*;i/A : **y-;i/= 10 : 1) » 
^fe^J3 4 (6 6) 

3 - (2 - ( (3-*?)l- 1- (3, S-^^^?!-;!/) 7^;i>) * 

;ww/u) -4- (2-5 L x-;^m* , » 7i-;b) t*d^^ 



777 
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COOH 




TLC : Rf 0.45 (^DD^A : J— JI>=1 0 : 1) 



[»J3 4 (6 7) 

3- (2- ( (3-j.f-JU-l- (3, 5-i;^f;V7ir;i/) 7*f-)V) * 
)Wl*E<{fr) -4- (1, 3 -$?3MfW>*">-4— j^l/***/ 



COOH 




10 



TLC : Rf 035 (^DD^M : *9 J— 11= 10:1) 



! Mm3 4 (6 8) 

3- (2- ( (3-^;i/-l- (3, 5-^^1/71-^/) * 
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COOH 




TLC : Rf 0.55 (^DD^VA : *9 10:1) 



*tt08 3 4 (6 9) 

5 3- (2- ( (3-^^)1- 1 - (3, 5-&**fr73i=.fr) ii 



COOH 




TLC : Rf 0.52 (^DD^l/A : ^#y-;V= 10:1) 



10 ^#13 4 (7 0) 

3- (2- ( (3-^^-1- (3, 5-^^^;i/^^-;i/) ^;i/) t> 
;w\*^-T;i/) -4- (4-^^;u^^>i»^^) 71-^) 7u;\> 



779 
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TLC : Rf 0.55 (^DD^A : ^^_ ;l/= 1 o : 1) 0 
4 (7 1) 

5 3- (2- ( (3-^;u-l- (3, S-^^^^i-;!,) ± 




TLC : Rf 0.53 (^no*;i/A : ^^y-;u=l 0 : 1) 0 

mmmzA (7 2) 

3- (2- ( (3-^^-1- (3, 5-J/7^7i-;i/) 75^) * 
W^/lO -4- (2-i7;v^n-4-hVyjl^u^^j^>^)^^ 

» 

780 
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COOH 




TLC : Rf 0.50 (^DO*M' : ^^^—^=9 : 1) o 

mmm3 4 (7 3) 

3- (2- ( (3-^;i/-l- (3, 5->^^7xr;i/) * 

;w*e-f;iO -4- (4-?;M-n-3 - h V7Wu**fr*>s>nrt'* 



COOH 




TLC : Rf 0.50 (^od^M : J— ^=9 : D » 
*ttfl3 4 (7 4) 

3- (2- ( (3-^^-1- (3, 5-^^7*=;0 * 

;w*e-f;v) -4- i3-7JU*u-5-hV7fr*u*W*>Vto** 

* 
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COOH 




TLC : Rf 0.50 (?PD*;i/A : ^^/-;i/=9 : 1) 



»J 3 4 (7 5) 

5 3- (2- ( (3-^^;i/- 1- (3, 5-y^^7i^V) * 
;wt^-r;i/) - 4- ( 4 -7Mo- 3 - ^ D D^l/^Vt^i/) 7i-Jl/) 



COOH 




TLC : Rf 0.50 (£nn*;i/A : ^^y-;u=9 : 1) 



10 




#13 4 (7 6) 



3- (2- ( (3-^^-1- (3, 5-^^f;i/7x^l/) £ 
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COOH 




TLC : Rf 0.50 (^DD*M : J — ;V= 9 : 1) . 
gjfflBfli]3 4 (7 7) 

3 - (2- ( (3 1- (3, 5-^7f;V7x^) 7^1/) * 
W^JJU) -4- (2-7;i/^-n-5-^ h^r^>^^^» 7i- 



COOH 




TLC : Rf 0.60 (^DD^VA : 9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.19 (m, 1H), 7.04-6.89 (m, 7H), 6.82 (m, 1H), 6.26 
(d, J = 8.7 Hz, 1H), 5.15 (m, 1H), 5.07 (s, 2H), 3.78 (s, 3H), 3.00-2.92 (m, 2H), 2.70 
(t, J = 7.4 Hz, 2H), 2.31 (s, 6H), 1.83-1.50 (m, 3H), 0.98 (d, J = 6.0 Hz, 6H) . 

mmm3A (7 8) 
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3- (2- ( (3, 5-V*3-fr7 3L-)V) # 

JW^^JV) -4- (4— i V75=:;K>^;^'» 7i-jl/) 7*0^> 




TLC:Rf 0.60 (^nn^M : ^^^-^=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.31 (d, J = 8.1 Hz, 2H), 7.20-7.13 (m, 3H), 
6.99-6.88 (m, 5H), 6.22 (d, J = 8.4 Hz, 1H), 5.14 (m, 1H), 5.00 (s, 2H), 3.00-2.91 (m, 
2H), 2.70 (t, J a 7.5 Hz, 2H), 2.48 (d, J = 7.2 Hz, 2H), 230 (s, 6H), 1.93-1.52 (m, 
4H), 0.98 (d, J = 63 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.91 (d, J = 6.6 Hz, 6H) 0 

jfeS6ff!l3 4 (7 9) 

3- (2- ( (3-*m- 1 - ( 3 3 5-V*3-fry^-)V) )V) # 

;w^^;i/) -4- (2, 4, 5- h wwvfM^) 7m;i/) 



784 
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TLC : Rf 0.60 (^DD^;i/A : ^^y—;i/=9 : 1) ; 
N M R (300 MHz, CDC1,) : 6 7.18 (d, J = 9.0 Hz, 1H), 7.12 (s, 1H), 7.02-6.88 (m, 
6H), 6.25 (d, J = 8.4 Hz, 1H), 5.14 (m, 1H), 4.93 (s, 2H), 3.03-2.90 (m, 2H), 2.70 (t, 
J = 7.5 Hz, 2H), 2.30 (s, 6H), 2.29 (s, 3H), 2.23 (s, 6H), 1.83-1.52 (m, 3H), 0.98 (d, J 
= 6.3 Hz, 3H), 0.97 (d, J = 63 Hz, 3H) 0 

Hife^J3 4 (8 0) 

3- (2- ( (3-^^;i/-i- ("3, 5-y^f;v7i^v) *. 
;w^;i/) -4- (3- (4-^ F^^7x;4^) ? 



COOH 




TLC : Rf 0.62 (^DP*;i/A : — ;]/= 9 : 1) ; 

N M R (300 MHz, CDQ 3 ) : 6 7.30 (t, J = 7.9 Hz, 1H), 7.16 (d, J = 8.0 Hz, 1H), 

785 
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7.07 (d, J = 8.0 Hz, 1H), 7.02-6.84 (ra, 11H), 6.24 (d, J = 8.7 Hz, 1H), 5.14 (m, 1H), 
4.99 (s, 2H), 3.80 (s, 3H), 3.00-2.89 (m, 2H), 2.69 (t, J = 7.5 Hz, 2H), 2.30 (s, 6H), 
1.83-1.50 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H) 0 

&MM3 4 (8 1) 

3- (2- ( (3-^9-^-1- (3, 5-S^3\n/7x.=;i<) ■??•))/) * 

■ 

)V?^)V) -4- (4-* 7i^) T*n/1>& 




TLC : Rf 0.50 (^DD^W : — ;i/= 9 : 1) « 
mMM3 4 (8 2) 

3- (2- ( l- (3, 5-^p<^;u7ai^v) * 

■ 

;W^-Y;i/) -4- (2, 3, '4-hV* h^rt/^y^M^-i/) 7 



786 
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COOH 




TLC : Rf 0.50 (^DD^VA : J — )V=9 : 1) 



mm 3 4 (8 3) 

5 . 4 _(2-((lR)-l - (±7 -4 )V) X.f-MWttJM 

-4- (4-W7i/^» 7i-;P) 




COOH 




TLC : Rf 0.42 (^DD^l/A : — ;v= 1 0 : 1) o 



io mmm3 4 (8 4) 

4- (2 - ( (1R) -1- x-f-MJU/^Jfr) 
-4- (4-7-fe^;VT^y 7i-;V) 7^>j 
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TLC : Rf 0.42 (^DD*;t/A : J— ;i/= 1 0 : 1) 0 

mmm3 4 (8 5) 

5 4-(2-((ir)-i - x^;i/*;w^-f;i/) 

-4- (4-^f;i/^r;i/75;7iy^» 7ac-;u) y^i^m. 




TLC : Rf 0.42 (^DO*M : ;p= 1 0 : 1) 0 

HM3 4 (8 6) 

3- (2- ( (3-^;i/-l- (3, 5-^^^;U7xr:;v) r*7l0 * 
JW^Jjl) -4- (4-7;i/^"D-3-^ h^r^^>^;i/^-^$/) 7i- 
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COOH 




TLC : Rf 0.54 (n-^-y-> : ff&x.*-A/= 1:1); 

7.17 (m, 1H), 7.10-7.00 (m, 2H), 6.95-6.90 (m, 6H), 6.30 (brd, J = 8.4 Hz, 1H), 5.14 
(m, 1H), 4.96 (s, 2H), 3.89 (s, 3H), 2.98-2.93 (m, 2H), 2.71-2.66 (m, 2H), 2.30 (s, 
6H), 1.82-1.50 (m, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.96 (d, J = 6.3 Hz, 3H) 0 

*»0!I3 4 (8 7) 

3- (2- ( (3-^;v-i- (3, 5-^^Wxz;i/) * 
;w\*^-r;i/) -4- Y*i/i-7#\/y- 1 — vvt&i/ttis) y 




TLC : Rf 0.54 (n-^^> : ft8x^= 1:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 8.33 (m, 1H), 7.96 (ra, 1H), 7.58-7.44 (m, 4H), 7.20 

(d, J = 8.4 Hz, 1H), 7.06-6.89 (m, 4H), 6.77 (d, J = 7.8 Hz, 1H), 6.26 (brd, J = 8.4 Hz, 

789 
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4 

1H), 5.36 (s, 2H), 5.14 (m, 1H), 4.01 (s, 3H), 3.00-2.95 (ra, 2H), 2.73-2.69 (m, 2H), 
2.29 (s, 6H), 1.80-1.52 (m, 3H), 0.96 (d, J = 6.3 Hz, 3H), 0.95 (d, J = 6.3 Hz, 3H) e 

5 3- (2- ( (3-^^-1- (3, 5-^5=-;i/7^-;i.) ± 

-4- (2-^^-3, 5-i; (t-??.*) ^-y*j M 




TL C : Rf 0.55 (n-^-t^ : ffRx^s 1:1) ; 

NM R (300 MHz, CDQ 3 ) : 6 736 (d, J = 2.4 Hz, 1H), 7.31 (d, J = 2.4 Hz, 1H), 
7.20 (m, 1H), 7.01-7.00 (m, 2H), 6.95 (brs, 2H), 6.90 (bis, 1H), 6.24 (d, J = 8.7 Hz, 
1H), 5.15 (m, 1H), 5.03 (s, 2H), 3.79 (s, 3H), 3.00-2.95 (m, 2H), 2.71 (m, 2H), 2.31 
(s, 6H), 1.82-1.56 (m, 3H), 1.41 (s, 9H), 1.30 (s, 9H), 0.98 (d, J = 6.3 Hz, 3H), 0.97 
(d, J = 6.3 Hz, 3H) 0 

mmMZA (8 9) 

3- (2- ( (3-^^-1- (3, 5-^^7ir;i/) ^i,) # 
Wt 
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COOH 




TLC : Rf 0.54 (n-^t>"> :|f|xf;i/= 1 : 1) ; 

7.38-732 (m, 4H), 7.19-6.90 (in, 11H), 6.27 (d, J = 8.7 Hz, 1H), 5.14 (m, 1H), 4.99 
(s, 2H), 2.99-2.93 (m, 2H), 2.71-2.66 (m, 2H), 2.30 (s, 6H), 1.81-1.53 (m, 3H), 0.98 
5 (d, J = 6.3 Hz, 3H), 0.97 (d, J = 6:3 Hz, 3H)o 

mmm3 4: oo) 

4 - (2 - ( (1R) -1- a-7*u>- l-^;v) x^-;i/*;w^-f 

-4- (4-7tf;i/7iy^» 7i-Jl/) :r*>^ 




TLC : Rf 0.48 (^DD*;i/A : p<^y-;i/= 1 0 : 1) 0 

i 

t 

mmw3 4(9i) 

3- (2- ( (3 1- (3, 5-i/7f;i/7i-;i/) 7f-JU) * 
15 -4- (2-7'j;M^;i/t^» 7i-/l') 7*d;i>8 
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COOH 




TL C : Rf 0.47 (PUUtiVVA : J— Jl= 1 0 : 1) „ 

mmm3 4 02) 

3- (2- ( (3-^)1-1- (3, S-V*=f-)\>7*-)V) WW) * 




T L C : R f 0.54 (n-^1f> : lffii^= 1:1); 

NMR (300 MHz, CDC1 3 ) : 6* 7.40 (m, 1H), 7.24-7.11 (m, 3H), 6.94-6.89 (m, 5H), 
6.29 (d, J = 9.0 Hz, 1H), 5.15 (m, 1H), 5.00 (s, 2H), 2.98-2.93 (m, 2H), 2.72-2.67 (m, 
2H), 2.31 (s, 6H), 1.82-1.55 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H) 0 

792 ' 



I 

WO 0 J/0 16254 



PCT/JP02/U8120 



3- (2- ( (3-^f-;V-l- (3, 7*3Ml/) * 

;wt^-f;u) - 4 - ( (3 3 5 4 ^>^;v 



COOH 




5 TLC : Rf 0.54 (n-^-y-> :^^;i/= 1 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7Jl-7.35(m, 5H), 7.18 (m, 1H), 7.09 (brs, 2H), 
6.98-6.90 (m, 5H), 6.25 (d, J = 8.4 Hz, 1H), 5.15 (m, 1H), 4.92 (s, 2H), 4.81 (s, 2H), 
3.00-2.95 (m, 2H), 2.76-2.70 (m, 2H), 2.32 (s, 6H), 2.31 (s, 6H), 1.82-1.56 (m, 3H), 
0.98 (d, J = 6.3 Hz, 6H)o 

10 

mmm 34 04) 

4 _ ( 2 - ( (ir) -1- {i-7#v>-i-' f;i/) x5=-;v*;w^^ ;v) 

-4- (2, 3, 4, 5, 6-^7MD7i;^) 7x=;i0 7** 



15 
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TLC : Rf 0.47 (^nn^M : ^^y-;v= 10: 1) 



mMM3 4 (9 5) 

3- (2- ( (3-*5\U/-l- (3, 5-^7^7x^1/) rT^l/) * 
5 ;W^-<;i/) -4- (^>\7 [e] 1, 4--$>2Mr-fr>-6— f;i/) ^5=-;i/ 



^-Jri/) 7x-;i/) 7d;^> 



COOH 




TL C : Rf 0.54 (n-^\^> : g®x^fc= 1:1) ; 
N MR (300 MHz, CDd 3 ) : 6 7.15 (m, 1H), 6.94-6.87 (m, 8H), 6.24 (d, J = 8.7 Hz, 
1H), 5.14 (m, 1H), 4.91 (s, 2H), 4.26 (s, 4H), 2.98-291 (m, 2H), 2.71-2.66 (m, 2H), 
2.30 (s, 6H), 1.80-1.56 (m, 3H), 0.98 (d, J = 6.0 Hz, 6H) 0 

11^3 4 (9 6) 

3- (2- ( (3-PWI/-1- (3, 5-^^l/7i-^) 72- to).* 

jw^-ijv) -4- (2, 4, 6- h ij7;krn^>^;M-3f^) 7i^) 
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COOH 




* 



TLC : Rf 0.56 (^DD*;VA : 10:1) ; 

N M R (300 MHz, CDCI3) : 6 7.20 (d, J = 8.4 Hz, 1H), 7.00-6.95 (m, 4H), 6.91 (brs, 

1H), 6.74-6.68 (m, 2H), 630 (brd, J = 8.7 Hz, 1H), 5.15 (m, 1H), 5.04 (s, 2H), 2.99- 

2.94 (m, 2H), 2.73-2.68 (m, 2H), 2.31 (s, 6H), 1.83-1.55 (m, 3H), 0.98 (d, J = 6.3 Hz, 

6H) 0 

flffi#!l3 4 (9 7) 

3- (2 - ( (3-pWV-I- (3, 5-W^7i-A) ^;V) * 

;ws^;i>) -4 - (2-^dd-4, 5-^7;i/^-D^>^;i/^^) 7 



COOH 




TLC : Rf 0.56 (^DD^M : J— )V= 10:1) ; 

NMR (300 MHz, CDC1,) : <5 7.39 (dd, J = 10.8, 8.7 Hz, 1H), 7.28-7.18 (m, 2H), 
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6.95-6.91 (ra, 5H), 6.33 (brd, J = 8.7 Hz, 1H), 5.15 (m, 1H), 5.06 (s, 2H), 2.99-2.94 
(m, 2H), 2.93-2.68 (ra, 2H), 2.31 (s, 6H), 1.85-1.54 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H) 0 

HM13 4 (9 8) 

3- (2- ( (3-*3\>l>-l- (3, 5-^^7irjl/) # 

;w^-f;i/) -4- (3-7;u^d-4- h vy^u^^-jv^yi/M^- 




TLC : Rf 0.56 (^DD*M : ;i/= 10:1) ; 

N MR (300 MHz, CDd 3 ) : 6 7.61 (m, 1H), 7.30-7.25 (m, 2H), 7.18 (d, J = 8.7 Hz, 

1H), 6.95-6.89 (m, 5H), 635 (d, J = 8.7 Hz, 1H), 5.15 (m, 1H), 5.08 (s, 2H), 2.98- 

2.93 (m, 2H), 2.72-2.67 (m, 2H), 231 (s, 6H), 1.83-1.55 (m, 3H), 0.98 (d, J = 6.3 Hz, 

6H) 0 

mmm 3 4 09) 

3- (2- ( (3-^;i/-l- (3, s-^f^i-;!') * 
;w^-f;i>) - 4- (2-^dd-5 - h ij7;i/^D^^;K>^t=5f^) 



1 
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COOH 




TLC : Rf 0.56 (£nn*;VA : J— )\f= 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.85 (brs, 1H), 7.54-7.53 (m, 2H), 7.21 (m, 1H), 
7.00-6.91 (m, 5H), 6.36 (brd, J = 7.8 Hz, 1H), 5.16 (m, 1H), 5.15 (s, 2H), 3.00-2.94 
(m, 2H), 2.74-2.68 (m, 2H), 2.31 (s, 6H), 1.84-1.56 (ra, 3H), 0.98 (d, J = 63 Hz, 6H) o 

mmmz 4 (ioo) 

3- (2 - ( (3-*3S>V-l- (3, 5-^pi^;i/7^-;i/) 7f-;V) £ 

;w*e-f ;io -4- (2, 5-^h*^>^;M-=^>) 



COOH 




TLC: Rf 0.55 (n-^^> : ftKx^= 1 : 2) o 
*fiftflil3 4 (10 1) 
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3- (2- ( 1- (3, 5-^fjt/7ir;i/) # 



COOH 




5 TLC : Rf 055 (n-^l)-^ : SRx^= 1:2), 
mmz 4 (10 2) 

3- (2- ( (3-^;i/-l- (3, 5-$>**7W7:nr:;u) # 
;ws^f;i,) -4- (3-a:h^^>^;i/^^) 7i_;v) 7"o/^R 

10 

TLC : Rf 0.53 (n — : IHRx?-/Ps= 1 : 2) „ 
£86083 4 f 1 0 3) 

3- (2- ( (3-**7P-l- (3, 5-^Wi-;v) 

798 
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COOH 




T L C : R f 0.55 (n-^V> : gf^x3=-;i/= 1 : 2) 



»J3 4 (1 04) 
3- (2- ( (3-*^;i/-l- (3, 5-^^71-^) 7m) £ 
;Wt^-f;i/) -4- (2, 3, 4, 5, 6 7 



COOH 




TLC : Rf 0.58 (n-^V> : I»c^;U= 1 : 2) 




^»J3 4 (1 0 5) 



3- (2- ( (3-X3=-;t>- 1- (3, * 
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)w^-ov) -4- (2, 5-tr* (h'^^n^f-;!/) 



COOH 




T L C : Rf 0.55 (n-^^> : BWt*.?-jV= 1:2) 



H»J3 4 (1 0 6) 

3- (2- ( (3-^3S>l/-l- (3, 5-^^7ir;i/) * 

;i/^t-t>r;i/) - 4- (2-^^-jv~5-yMa^>i/)i^-^) 



COOH 




TLC : Rf 0.55 (n-^dr^> : |f®:c^= 1 : 2) „ 
HMI3 4 (1 07) 

3- (2- ( (3-^5=-;i/-l- (3, 5-t>*W7x.-JU) £ 

800 



WO 03/016254 



PCT/JP02/08120 



* 




TLC : Rf 0.60 (n-^-b"> : ft»x^= 1 : 2) „ 
fgffiff!13 4 (1 0 8) 

3- (2- ( (3-^;i/-i- (3, 5-^^;i/7i^) * 
;w*e-f/iO -4- (4 , -h , ;7;v^-D^^i'-i > r-K7i-;i/-2 




TLC : Rf 0.55 (n-^>:B9x^= 1:2). 
^fe#!l3 4 (1 0 9) 

801 



WO OJ/0 16254 



PCT/JP02/O812O 



3- (2- ( (3-^^-1- (3, 5-^Wx=^) .WlO * 
;W^^;i/) -4- (2-7xr:;n 7x_;i/) 7*D;1> 



COOH 




TLC : Rf 0.71 (^DD*;i/A : — ;V= 1 0 : 1) ; 
N MR (300 MHz, CDCQ : <5" 0.98 (d, J = 6.59 Hz, 6H) 1.71 (m, 3H) 2.30 (s, 6H) 
2.68 (m, 2H) 2.94 (m, 2H) 3.08 (t, J = 7.14 Hz, 2H) 4.16 (t, J = 7.14 Hz, 2H) 5.13 (m, 
1H) 6.26 (d, J = 7.97 Hz, 1H) 6.90 (m, 5H) 7.15 (m, J = 8.79 Hz, 1H) 7.29 (m, 5H) 0 



M3 4 (110) 



3- (2- ( (3-^3^-1- (3, * 

* * * 

;wt^;i/).-4- (3-7i-;i/7"n^) 7x-;v) 7*0/1 >i 



COOH 




TLC : Rf 0.69 (i?nn*M:^^;-;i/= 1 0 : 1) 0 

802 



WO 03/016254 
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H«3 4 (111) 

3- (2- ( (3-^^)1- 1 - (3, 5-^^f;i/7i^) 7*^;v) # 

;w^ew;i/) -4- (2- ( 5 - 2 - 7 V-^- 4 - 

xb^» 7j-;P) 7D/^V» 



COOH 




TLC : Rf 0.63 (^DDst?M : tSrS—^l 0:1). 

mum 3 4 (ii2) 

3- (2 - ( (3 1- (3, 5-^^^7ir;v) * 

-4- (2 -^f ;v- 3 - ^DD^>^t#^) 7x.=.;i/) 



COOH 




TLC : Rf 0.69 (7Dn*M : *9J—ft= 10:1). 



803 
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j»J3 4 (113) 

3- (2- ( (3-*?fr-l- (3, £ 
;W^-f;i/) -4 - (2-h 'J 7MD^f^^>s;;i/t+i') y 

— )]/) yuA>m 

^COOH 

cc 

I 

CF 3 

TLC : Rf 0.56 (^UU^IA 10:1), 
4 (114) 

3- (2- ( (3-^^;i/-l- (3, 5-^^;V7i-;i.) 7*)V) £ 

;u/*e-f;i0 -4- (2, 4-hf* (hU7Mn^f;i/) 




TLC : Rf 0.64 (#D D*;i/A : >> — ;i/= 1 0 : 1 ) » 

804 
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mMM3 4 (115) • 

3- (2- ( (3, 5-^^7xr;H ZT*fc) £ 

;wt^e-Oi/) -4 - (2-xh^>^W-» 7i-;v) 7"p^>K 




TLC : Rf 0.58 (7DD$M : *$J— ^=9 : 1) ; 
NMR (300 MHz, CDQ,) : 6 7.40 (dd, J = 7.8, 1.8 Hz, 1H), 7.27 (m, 1H), 7.17 (m, 
1H), 7.03-6.84 (m, 7H), 6.22 (d, J = 8.1 Hz, 1H), 5.14 (m, 1H), 5.10 (s, 2H), 4.06 (q, 
J = 6.9 Hz, 2H), 3.02-2.89 (m, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.31 (s, 6H), 1.83-1.51 
(m, 3H), 1.40 (t, J = 6.9 Hz, 3H), 0.98 (d, J = 6.3 Hz, 6H)» 

jaBgg3 4 (ii6) 

3- (2- ( (3-^5^-1- (3, 5-V*?-}l7^-;V) * 

pw^-r;!/) -4- (4-^3=-;w*;i/*— ;i"*>^;M-^» :r 



805 
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COOH 




TLC : Rf 0.53 (^DD^A : **J-;i= 1 0 : 1) „ 

mm 3 4 (117) 
5 3- (2- ( (3-*^;i/-l- (3, 5-^^^;t/7i^V) ti 

-4- (2, 3, 5, 6-fh7 7;i'tD^>^W'» 7 




TLC : Rf 0.47 (i'DO^ — ;i/= 1 0 : 1) 0 

H»3 4 (118) 

3- (2- ( (3-pi^-l- (3, 5-^f;i/7x-;v) 7=J-)V) .* 

;w^>f7i>) -4 - (2-^dd-3, 6-^7;i/*n^>s?;i/;^>) 7 
x-;i/) irnVsy^ 
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TLC : Rf 0.47 (^DD*M : ;v= 1 0 : 1) ; 

NMR (300 MHz, CDC1 3 ) : <5" 0.98 (d, J = 6.59 Hz, 6H) 1.70 (m, 3H) 2.31 (s, 6H) 
2.72 (t, J = 7.14 Hz, 2H) 2.97 (m, 2H) 5.16 (m, 1H) 5.16 (s, 2H) 6.27 (d, J = 8.52 Hz, 
5 1H) 7.00 (m, 6H) 7.18 (m, 2H) o 
HiS0!l3 4 (119) ' 

3- (2- ( (3 1- (3, 5-^^5=-;i/7 3m;i/) £ 

;Wt^;i,) -4- (4-^^;i/^>^;i/^-dri/) 7irjl/) 7u/i>m 



10 




TLC : Rf 0.56 (^DD A \ J —)]/= 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.32-730 (m, 2H), 7.20-7.15 (m, 3H), 6.97-6.90 (ra, 
5H), 6.22 (d, J = 8.7 Hz, 1H), 5.14 (m, 1H), 4.99 (s, 2H), 2.98-2.93 (m, 2H), 2.71- 
2.66 (m, 2H), 2.63-2.58 (m, 2H), 2.30 (s, 6H), 1.80-1.56 (m, 5H), 1.37-1.28 (m, 6H), 



807 



YVO0J/0I6254 PCT/JP02/0812O 

0.98 (d, J = 6.3 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.90-0.86 (m, 3H)o 

mmm3A (120) 

3- (2 - ( 1- (3, £ 

;w^e-f;i/) -4- (3, 4-^xf^^>^M^» 7oc-;i/) 

XOOH 




i 

TLC : Rf 0.56 (pun-fcjiA : J — )V= 10:1) ; 
N M R (300 MHz, CDC1 3 ) : 6 7.17 (m, 1H), 6.97-6.85 (m, 8H), 6.25 (d, J = 9.0 Hz, 
1H), 5.14 (m, 1H), 4.94 (s, 2H), 4.09 (q, J = 6.9 Hz, 4H), 2.99-2.93 (m, 2H), 2.72- 
2.68 (m, 2H), 231 (s, 6H), 1.82-1.55 (m, 3H), 1.45 (t, J = 6.9 Hz, 3H), 1.44 (t, J = 

> 

6.9 Hz, 3H)o 

3 4 (12 1) 

3 - (2- ( (3-^5Ml/- 1- (3, 5-^Wx=M 7^) * 
;wve-f;i/) -4- (3-h |J7MD/W^>^^^) 7i = 

;v) iro^y^ 



808 
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COOH 




T L C : R f 0.53 (^'dd*M : * * J — 1 0 : 1 ) 0 
Hi 3 4 (1 2 2) 

3- (2- ( (3-^^-1- (3, 5-J>^^7i^) Wl/) * 

;wt^B-r;i/) -4- (6-^nn-2-7;i/tD-3-^fM>^m 
$✓) 7i-;v) 7"n^>R 



COOH 




TLC : Rf 0.53 (^on*;i/A : \ 0:1) ; 

NMR (300 MHz, CDC1,) : S 0.98 (d, J = 5.77 Hz, 6H) 1.68 (m, 3H) 2.27 (s, 3H) 
2.30 (s, 6H) 2.71 (t, J = 7.50 Hz, 2H) 2.98 (m, 2H) 5.15 ( s, 2H) 5.16 (m, 1H) 6.25 (d, 
J = 8.24 Hz, 1H) 6.99 (m, 5H) 7.17 (m, 3H)„ 

flfl50!)34 (1 2 3) 

809 
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3- (2- ( (3-^3^-1- (3, 5—>V3Sn/7x^;i,) yf-Jl) ± 

;w^e-r;i/) -4- (4- h U7;i/^-D^5 L ;U5 i ^>^;i/^-dri/) 7x- 
)]/) yuny\ 



COOH 




5 TLC : Rf 0.53 (<7nn*;i/A : ^^7-;i/=l 0 : 1) Q ' 



#13 4 (1 2 4) 



10 



3 - (2- ( (3-^;U-l- (3, 5-^^f;i/7xr;i/) * 

fr>V£<i&) -4- (2-7DD-6-7;i/^-n-3-p<^;i/^>^;i'^-^r 



COOH 




TLC : Rf 0.52 (^DD^;i/A : ^^y-;i^= l 0 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 0.98 (d, J = 5.49 Hz, 6H) 1.69 (m, 3H) 2.27 (d, J = 

2.20 Hz, 3H) 2.31 (s, 6H) 2.72 (t, J = 7.42 Hz, 2H) 2.98 (m, 2H) 5.14 (m, 1H) 5.15 (s, 



810 
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2H) 6.26 (d, J = 8.52 Hz, 1H) 7.00 (m, 5H) 7.17 (m, 3H) Q 
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l»J3 4 (1 2 5) 

3- (2- ( (3-^5^-1- (3, j] 
JW^-f)l) -4- (2- (4-^DD7xxjVf^-) sOi/))/***/) 7 



COOH 




CI 



TLC : Rf 0.53 (^nn^A : 1 0 : 1) ; 

NMR (300MHz, CDCt,) : 6 0.99 (d, J = 6.60 Hz, 6H) 1.69 (m, 3H) 2.31 (s, 6H) 

2.70 (t, J = 7.50 Hz, 2H) 2.95 (m, 2H) 5.13 (m, 2H) 5.14 (s, 1H) 6.23 (d, J = 8.52 Hz, 
1H) 6.90 (m, 5H) 7.13 (m, 3H) 7.22 (m, 2H) 7.35 (m, 3H) 7.56 (d, J = 7.69 Hz, 1H) „ 

HlflKffi]3 4 (1 2 6) 

4- (2 - ( (1R) -1- (±7*U>- 1-4)1) ^KtDW^JJl) 

-4- (4-A;w^;i/7iy^) 7i-;i/) 



811 
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TIC : Rf 0.23 (^DD*M : \ 0 : 1) 0 

* 

mmms4 (12 7) 

4 - (2- ( (1R) -1- (j"7<?U>-l-<0\/) x.miJ 
-4 - ( 4 -N-^f fl'*^ W ^7 1; 7i-;i/) 




TLC : Rf 0.26 (^DD*M : j**y-;i/=l 0 : 1) <, 
mum 3 4 (1 2 8) 

4- (2 - ( (1R) - l- W i^;w*;wt^e^;i/) 

-4- (4-N, N-^^5=-;U*;W^W;i/7 3i>'^r^) 7i=JV) 

ft 

812 
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TLC : Rf 0.28 (^DD*M : 0 : 1) o 

»fe^J3 4 (1 2 9) 

3- (2- ( (3-^3=-;i/- 1 - (3, 5-^Wi-;i/) * 




TLC : Rf 0.70 (^DD*;i/A : J— ;i/=9 : 1) 0 
HaSff!l3 4 (1 3 0) 

3- (2- ( (3-^^-1- (3, 5-i?^f;V7xr;v) * 

;w\-^;i/) -4- (3- (4-^f;i/7i7^» t^s^M-*^) 71 

— 7n;i>^ 
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COOH 




TLC : Rf 0.75 (^nn*;i/£ : *9 J— ;i/=9 : 1) 



mm 3 4 (13 1) 

5 3- (2- ( (3-^3^-1- (3, 5-*?*?JV7x.-fr) * 

-4- (3-^DD-2-7;i'tn-6-h l J7MP^f;i/ 



l i 




COOH 




10 



TLC : Rf 0.70 (^nn*;i/A : ;V=9 : 1) 



m 3 4 (1 3 2) 

3- (2- ( (3-*5Vl/-l- (3, 5-^^^l/7xr;i/) :7>;i/) * 

;wre^;i/) -4- (4-V7;\/*u* h^-fOVM*^) 7i^) 



814 
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COOH 




TLC : Rf 0.60 (^DD*M : *$J—fr=9 : 1) o 

mmm3 4 a 3 3) 

3- (2- ( (3-PW1/-1- (3, 5-^^^7xr;i/) % 

XOOH 




TLC : Rf 0.73 (^DD*M : — ;V=9. : 1) o 

« 

giftgfl]3 4 (1 3 4) 

3- (2- ( (3-^;i/- 1- (3, 5-^^;i/7ai-;u) * 
;w^-f;u) -4- (4-^pd-3- hU7^D^^-^>s?;i/**^) 

815 
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COOH 




TLC : Rf 0.74 (^DD^VA : J— ;i>= 9 : 1) . 
I^feffi]3 4 (1 3 5) 

3- (2- ( (3-^;i/-l- (3, 5-^^7x^) ^;V) * 

;w^-f;i/) -4- ( 3 - 7Mn - 2 f;K>^M^ ^) 7 




TLC : Rf 0.69 (^DD^A : J— ;i/= 9 : 1) . 
$mmZ 4 (13 6) 

3- (2- ( (3 1- (3, 5-^^?;v7i-^) £ 
;w^e>f ;u) - 4- (2, 3, 5-h; 7;i/^-n^>^;i/^-^S/) 7 

816 
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COOH 




T L C : R f 0.77 D D*;i/A : * $ S—J]/= 9 : 1 ) 0 

mmm3 4 (137) 

3- (2- ( (3 1- (3, 5-i/V^7xr;i/) 73-)V) tt 

;w^-r;i/) -4- (4- (£»j^>-2-^;i/) 




TLC : Ef 0.56 (^nn^M : ;-)]/=! 0:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 8.70 (m, 1H), 7.98-7.96 (m, 2H), 7.81-7.70 (m, 2H), 
7.49 (d, J = 8.4 Hz, 2H), 7.25 (m, 1H), 716 (d, J = 8.7 Hz, 1H), 6.99-6.89 (m, 5H), 
6.41 (d, J = 8.4 Hz, 1H), 5.14 (m, 1H), 5.10 (s, 2H), 2.96-2.93 (m, 2H), 2.72-2.67 (m, 
2H), 2.29 (s, 6H), 1.80-1.52 (m, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.96 (d, J = 6.3 Hz, 
3H) 0 



817 
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mum 3 4 (13 8) 

■ 

3- (2- ( 1 - (3, 5-^Wxr;v) mv) * 

;W^ef;i/) -4- (3- (4 -t -73^1/ 7x^*2/) 




TLC : Rf 0.56 (^nD*M : — )l>= 1 0 : 1) ; 

NMR (300 MHz, CDC1 3 ) : <5 7.36-7.26 (m, 3H), 7.18-7.07 (m, 3H), 6.95-6.90 (m, 
8H), 6.24 (brd, J = 8.3 Hz, 1H), 5.14 (m, 1H), 5.00 (s, 2H), 2.99-2.93 (m, 2H), 2.72- 
2.67 (m, 2H), 2.30 (s, 6H), 1.82-1.55 (m, 3H), 1.32 (s, 9H), 0.98 (d, J = 6.3 Hz, 6H)o 

mMM3 4 (1 3 9) 

3 - (2- ( (3-*3S>l/-l- (3, 5-^7^71-^) zr3-)V) iJ 

WEjj]/) -4- (4-x3^^;fr^>^;M-^>) 7xzjp) :rn;i> 



818 
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TLC : Rf 0.56 (^DD*;i/A : 10:1) ; 

NMR (300 MHz, CDC1,) : 6 7.32 (s, 3H), 7.18-7.15 (m, 2H), 6.95-6.90 (m, 5H), 

6.25 (brd, J = 8.4 Hz, 1H), 5.14 (m, 1H), 4.99 (s, 2H), 2.99-2.92 (m, 4H), 2.72-2.67 

(m, 2H), 2.31 (s, 6H), 1.82-136 (m, 3H), 1.32 (t, J = 7.2 Hz, 3H), 0.98 (t, J = 6.3 Hz, 

6H) 0 

mffiM3 4 (1 4 0) 

3- (2- ( (3-^;i/-l- (3, 5-^^;W7oi-;i/) 7^) * 

;wt^e^;i/) - 4- (4- (4-7;i/3f-n^>^;i/^$/) ^>i;;i/^-dp^) 




TLC : Rf 0.56 (^DD^A : ^#/-;i/= 10:1) ; 

NMR (300 MHz, CDQ,) : 6 7.42-7.38 (m, 2H), 7.35-7.32 (m, 2H), 7.16 (m, 1H), 



819 
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7.10-7.04 (m, 2H), 6.98-6.90 (m, III), 6.25 (d, J = 8.5 Hz, 1H), 5.14 (m, 1H), 5.03 (s, 

i 

2H), 4.96 (s, 2H), 2.98-2.93 (m, 2H), 2.72-2.67 (m, 2H), 2.30 (s, 6H), 1.82-1.55 (m, 
3H), 0.98 (d, J = 6.3 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H)o 

mmm3 4 (1 4 1) 

4- (2- ( (3 -^Wl/- 1- (3, 5-^^?;i/7i-^) ^;i0 * 

a 



TL C : Rf 0.59 (^nn^l/A : J—))/= 9:1) ; 

NMR (300 MHz, CDC1,) : 6 7.38-7.30 (ra, 2H), 7.17 (d, J = 8.4 Hz, 1H), 7.12 (t, 
J = 7.4 Hz, 1H), 7.02-6.88 (m, 7H), 5.91 (d, J = 8.7 Hz, 1H), 5.12 (m, 1H), 2.73 (t, J 
= 7.7 Hz, 2H), 2.30 (t, J = 7.5 Hz, 2H), 2.29 (s, 6H), 1.97-1.49 (ra, 5H), 0.97 (d, J = 
6.6 Hz, 3H), 0.96 (d, J = 6.6 Hz, 3H) 0 

4- (2 - ( (1R) -1- 1-4 ft) x^/Ufc/WWE-f/V) 

-4- (2-W7i-y^) 7x~jb) 
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r^cooH 




TLC : Rf 0.48 (^DD*M 1 0 : 1) o 



mm 3 4 (1 4 3) 
3- (2- ( (3 -pWU- 1 - (3, 5-^^f;i/7i-;i/) * 

;w^-f;i0 -4- (3- (3-h';7;vtQ^Wxy^>Hv$;;p 




COOH 





TLC : Rf 0.70 (^DDWA : ^^/-;U=9 : 1) 



mm3 4 (1 4 4) 
3- (2- ( (3-^;i/-l- (3, 5-^^l/7i-;i/) 7f^) £ 
Mtt'fJU) -4- (3-^DD-2-7;i/tD- 5- h vyjitutf-fr 



821 
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COOH 




TLC : Rf 0.66 (*nn*;i/A : ^^/~Jl=9 : 1) . 

mmm3 4 a 4 5) 

3- (2- ( (3-^;i/-l- (3, 5-^^f^7i^;V) ZT^-JV) * 

;w^-oi>) -4- (2, a-^fM^**}') 7i=;p) 7*d;i 

* 



COOH 




TLC : Rf 0.66 (^DD^l/A : A= 9 : 1) . 

H»] 3 4 (1 4 6) 

3 - ( 2 - ( ..( 3 1 - ( 3 , 5 -V* 3-)i>? x-;v) ti 

;wt^;i>) -4- (2, 3-^7;i/*n-4-^^^>^;i^^>) 7 

822 
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COOH 




TLC : Rf 0.36 {.Wa^Vy : **;-?l'= 9 : 1) „ 

mmm 34 (147) 

3- (2- ( {3-^)1-1- (3, 5-^^^;i/7^^;i/) mv) * 

;w , t ; e>f;i0 - 4- ( 3 - ^ n d - 2 - 7Mo^>^;m^) y=^—)v) 




TLC : Rf 0.33 (j&fb*^> : ^^y-;i/=9 : 1) o 

mmm 34 ( 1 4 8 ) 

3- (2- ( (3-^^-1- (3, 5-^^7x-;v) * 
;w^-r;i/) -4-^ (3-^dd-2, 6-$>7;M-n'<>$?;w-*5/) 7 
x-;i/) yujtym. 
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COOH 




T L C : R f 0.33 : * * 9 : 1) I 

NMR (300 MHz, CDQ 3 ) : 6 0.98 (d, J = 6.04 Hz, 6H) 1.69 (m, 3H) 2.30 (s, 6H) 
2.69 (t, J = 7.14 Hz, 2H) 2.96 (m, 2H) 5.15 (m, 3H) 6.29 (d, J = 8.52 Hz, 1H) 6.94 (in, 
6H) 7.20 (d,J = 8.79 Hz, 1H) 7.41 (m, 1H) 0 

#flfe0U3 4 (1 4 9) 

3- (2 - ( (3-^^;i/-l- (3, 5-^f;V7xr;i/) * 
;W^-f;i/) -4 - (3, 4, 5 - h U 7 it))/***/) 7i-^) 




TLC : Rf 0.35 {mh^V> : 9 : 1) 0 

gflSffi] 3 4 (1 5 0) 

824 
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3- (2- ( (3-A3-)\s-l- (3, 7>;U) £ 

;wt^-oiO - 4- (4-7;^o-3-^5 : -;^>^^-^r^) 7i-;i/) 



CODH 




5 TLC : Rf 0.35 (Mbt^Xsy : *=9 : 1) „ 

» 

fgaSffU3 4 (15 1) 

3- (2- ( (3-^^-1- (3, 5-W^7ir;v) 7*^-;V) * 

;wt^;i/) -4- (3- (4-^dd7i;^» 71 
io — 7*d^>m 




TLC : Rf 0.35 (mt^U> : **J-fr=9 : 1) o 
HfflBflU 3 4 (1 5 2) 

825 
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3- (2- ( (3-^3S>l/- 1- (3, 5-^f;V7x"jl/) 71r)\<) £ 
JW^)l) -4- (4- (4-7D^7i-;i/) ^>*JM*c*/) 7x 



COOH 




TLC : Rf 0.56 (7DD*M : — ^=9 : 1) » 
Hfi50i]3 4 (1 5 3) 

3 - (2- ( (3-^?-;i/-l- (3, ^5=-;i/) ' * 

;w^^;v) -4- (2 -y Vfrtti/) 7x=;v) :7*n^> 




TLC : Rf 0.53 (^DD*M : ^=9 : 1) o 



826 
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mum 34 (154) 

3- (2- ( (3-^;i/-l- (3, 5-y^;i/7x-;i/) % 

- 4- (5-^DD-2-p< h^'OS^M**^) 7x— )]/) 



COOH 




TLC : Rf 0.51 D n*;VA : p< * y -;v= 9:1) ; 

N M R (300 MHz, CDQ } ) : 6 0.98 (d, J = 632 Hz, 6H) 1.68 (m, 3H) 2.31 (s, 6H) 
2.71 (m, 2H) 2.97 (m, 2H) 3.82 (s, 3H) 5.03 (s, 2H) 5.15 (m, 1H) 6.28 (d, J = 8.24 
Hz, 1H) 6.82 (d, J = 8.79 Hz, 1H) 6.95 (m, 5H) 7.18 (d, J = 8.24 Hz, 1H) 7.23 (d, J = 
2.75 Hz, 1H) 7.42 (d, J = 2.47 Hz, 1H) 0 

t&mz 4 (155) 

3- (2- ( (3-^;i/-i- (3, 5-i/7^7i-;i/) 7^;i0 £ 

-4 - (3-^^^;i/T^y^>^;i/^-» 7ir;i/) 7D 
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TLC : Rf 0.44 (^nn^M : ;**y-;i/=9 : 1) 0 

mmw3 4 (15 6) 

3- (2- ( (3 1 - (3, 5-^f;V7i^) 7"*-;i0 * 

■ 




TLC : Rf 0.44 (^DD^I/A : **S—)]/=9 : 1) . 

mmm3 4 (157) 

4- (2- ( (ir) -1- (j-y*]/>- 1-<{jv) x5=-;i/*;w^^;i/) 

-4- (2-r:hD7jcydr^) 7i-^) 79>WL 



828 
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TLC : Rf 0.52 (^DD*M : **y-;u= 10:1) ; 

NMR (300 MHz, CDClj) : 6 1.78 (d, J = 6.32 Hz, 3H), 1.93 (m, 2H), 2.30 (m, 
2H), 2.78 (m, 2H), 6.10 (m, 2H), 6.96 (m, 3H), 7.21 (ra, 2H), 7.49 (m, 5H), 7.81 (d, J 
= 7.97 Hz, 1H), 7.87 (dd, J =7.20, 1.80 Hz, 1H), 7.93 (dd, J = 8.10, 1.51 Hz, 1H), 
8.20 (d, J = 7.97 Hz, 1H)«> 

fgfl50!l3 4 (1 5 8) 

4- (2- ( (1R) -1- {i-y^^y- l-JJls) ^JltUW^J )]y) 
-4- (2-7^7x;^» 7i-J^) >^ 

f^COOH 




TLC : Rf 0.46 (7DD^A : ^^y_;u= 10:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 1.77 (d, J = 6.04 Hz, 3H), 1.91 (m, 2H), 2.27 (m, 
2H), 2.75 (m, 2H), 6.09 (m, 2H), 6.68 (m, 1H), 6.81 (m, 3H), 6.96 (m, 2H), 7.11 (d, J 
= 8.52 Hz, 1H), 7.50 (ra, 4H), 7.81 (d, J = 7.97 Hz, 1H), 7.87 (m, 1H), 8.19 (d, J = 
7.69 Hz, 1H) 0 
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mmm 34 (159) 

4- (2- ( (1R) -l - {i-7$v>- l-jJV) x^;i/^;w^^;i/) 

-4- yiLj**/) 7ir;i/) 7~*>^ 




TLC : Rf 0.40 (^DD^A : *$J— ;i/= 1 0:1) ; 
NMR (300 MHz, DMSO-d^ : c? 1.55 (d, J = 6.87 Hz, 3H), 1.70 (m, 2H), 1.99 (s, 
3H), 2.09 (m, 2H), 2.62 (m, 2H), 5.87 (m, 1H), 6.91 (m, 3H), 7.10 (m, 2H), 7.21 (d, J 
' = 8.24 Hz, 1H), 7.52 (m, 4H), 7.8 2 (d, J = 7.97 Hz, 1H), 7.93 (m, 2H), 8.20 (d, J = 
8.24 Hz, 1H), 8.94 (d, J = 7.97 Hz, 1H), 9.44 (s, 1H), 12.01 (s, lH)o 

W&mZ 4 (16 0) 

4 - (2 - ( (ir) - l- (^-7^ix>-i — t)V) x5=-;i/*;w\-^;i/) 
-4- (2-^^;i/^;i'^;i/T^^7aiyJr$/) 7i_;p) 

r^^COOH 
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TLC : Rf 0.41 (^Dn^M : 10:1) ; 

N M R (300 MHz, CDC1 3 ) : 6 1.78 (d, J = 6.59 Hz, 3H), 1.90 (m, 2H), 2.27 (m, 
2H), 2.76 (m, 2H), 2.90 (s, 3H), 6.10 (m, 1H), 6.22 (d, J = 8.40 Hz, 1H), 6.77 (s, 1H), 
6.88 (m, 3H), 7.13 (m, 3H), 7.51 (m, 5H), 7.81 (d, J = 8.24 Hz, 1H), 7.88 (m, 1H), 
5 8.18(m,lH) 0 

mmm3 4 c 1 6 1 ) 

4 - (2 - ( (1R) -1- (j-?*u>- 1— i^;!/*;!//^;!/) 

-4- (4-p« Y*is7 7izjl/) 7*>^ 

r^cooH 



10 




TLC : Rf 0.15 ( n - ^=H*- > : ft^n^l/ = 1 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.18 (m, 1H), 7.87 (m, 1H), 7.80 (d, J = 8.4 Hz, 1H), 
7.56-7.42 (m, 4H), 7.11 (d, J = 8.4 Hz, 1H), 6.92-6.83 (ra, 6H), 6.09 (m, 1H), 5.99 
(brd, J = 8.4 Hz, 1H), 3.80 (s, 3H), 2.83-2.67 (m, 2H), 2.32-2.67 (m, 2H), 1.95-1.86 
15 (m, 2H), 1.76 (d, J = 6.6 Hz, 3H) . 

Hl»]3 4 (1 6 2) 

4 - (2 - ( (1R) -1- (i-7#\s>- i^A^^^/V) 
-4- (4-7;i/7|-D7xyiri/) 7x-;V) 7** 



831 

> 



WO OJ/0 16254 



PCT/JP02/08 120 



r^^COOH 





TLC : Rf 0.19 (n-^s^> : ffiM^fr= 1:1) ; 
NMR (300 MHz, CDC1 3 ) : d* 8.18 (m, 1H), 7.88 (m, 1H), 7.81 (d, J = 8.1 Hz, 1H), 
7.55-7.42 (m, 4H), 7.14 (m, 1H), 7.02-6.92 (m, 2H), 6.90-6.86 (m, 4H), 6.09 (m, 
1H), 5.98 (brd, J = 7.8 Hz, 1H), 2.85-2.68 (m, 2H), 2 39-2.22 (m, 2H), 1.96-1.87 (m, 
2H), 1.77 (d, J m 6.6 Hz, 3H)„ 



E8fe0!l 3 4 (1 6 3) 

4- (2- ( (1R) -1- {±7$\/y- 1— r;v) x^i/A/w^e^) 
-4- (3-7MD7i;^» 7i-;i/) 



COOH 




TLC : Rf 0.22 (n-'Mrif > : IS6x^= 1:1) ; 

NMR (300 MHz, CDQ 3 ) : 6 8.19 (d, J = 8.1 Hz, 1H), 7.86 (m, 1H), 7.81 (d, J = 
7.8 Hz, 1H), 7.55-7.42 (m, 4H), 7.27-7.17 (m, 2H), 6.96-6.94 (m, 2H), 6.78 (m, 1H), 
6.69 (m, 1H), 6.63 (m, 1H), 6.11 (m, 1H), 6.02 (m, 1H), 2.83-2.73 (m, 2H), 2.35-2.28 
(m, 2H), 1.98-1.88 (m, 2H), 1.78 (d, J = 6.6 Hz, 3H)o 

832 
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&Hm3 4 (16 4) 

4 - (2- ( (1R) -1- (i-7&U>-l-'{)V) xf-JUiifUJ^jy) 
-4- (3-^h^>7iy^» 7x-M 

r^^cooH 




TLC : Rf 0.25 (n-^t>-> : WM^;i/= 1 : 1) J 
N M R (300 MHz, CDQ 3 ) : 6 8.19 (d, J = 8.1 Hz, 1H), 7.87 (m, 1H), 7.81 (d, J = 
7.8 Hz, 1H), 7.57-7.42 (m, 4H), 7.22-7.15 (m, 2H), 6.95-6.91 (m, 2H), 6.64 (m, 1H), 
6.51-6.49 (m, 2H), 6.10 (m, 1H), 6.01 (brd, J = 8.4 Hz, 1H), 3.75 (s, 3H), 2.85-2.70 
(m, 2H), 2.34-2.28 (m, 2H), 1.97-1.88 (m, 2H), 1.77 (d, J = 6.6 Hz, 3H) o 

flfl6#!l3 4 (1 6 5) 

3 _ ( 2 - ( (3_^^;v_i- ( 3 3 5 -^^7at=;U) 73- )V) * 

;wtc-t;i/) -4- (4-^nn-2, 6-^7;v^-D^>^;i/^^) 7 

* 
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COOH 



CI 



r 




TLC : Rf 0.62 (^DD*;^ : J— ;i/=9 : 1) 




MIA (16 6) 



5 3- (2- ( (3-^^;U-l- (3, 5-^^7x^) * 



COOH 




TLC : Rf 0.62 (^nn*;VA : ;><*y — )V=9 : 1) 



10 jatifl([3 4 (1 6 7) 

3- C2- ( (3-^^;U- 1- (3, 5-^/Wi-;i/) t> 



834 
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TLC : Rf 0.62 (£no*;i/A : *9J-?V=9 : 1) • 
mm 3 4 (1 6 8) 

3- (2- ( (3-PWI/-1- (3, 5-^^7i-;V) 7*))/) * 



COOH 




TLC : Rf 0.62 (^QP^A : ^*7-;i/=9 : 1) . 

* 

jjj 3 4 (1 6 9) 

3- (2- ( (3-^^-1- (3, B-y^WxS^) * 

;w\*^-r;i/) - 4- (2-^^;u-4-^ y^>^>^m^» ?^-)\>) 



835 
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COOH 




TLC : Rf 0.62 (^DD^M : ;V=9 : 1) 



m 3 4 (1 7 0) 



5 4- (2- (3-y^-l-7x=^f;i/) fj/W^JJU) -4-7 



COOH 




u 



TLC : Rf 0.31 (n-^-b-V : ^x^;i/= 1 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 0.97 (d, J = 6.32 Hz, 6H), 1.74 (m, 5H), 2.29 (m, 
10 2H), 2.71 (m, 2H), 5.20 (m, 1H), 5.97 (d, J = 8.52 Hz, 1H), 6.96 (m, 4H), 7.14 (m, 
2H),7.31(m,7H) 0 




M3 4 (17 1) 
4- (2 - ( (1R) -1- (2-7*1/ f/l/) 



836 
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-4- (2-7;i/*D7i;^» 7x-W 7#>m 




4 

TL C : E f 0i4 (n-A+t^> : ll®xf ;u= 1:1) ; 
NMR (300 MHz, CDC1 3 ) : d 8.18 (m, 1H), 7.86 (m, 1H), 7.80 (d, J = 8.0 Hz, 1H), 
5 7.56-7.41 (m, 4H), 7.18-7.03 (m, 4H), 7.01 (m, 1H), 6.92 (d, J = 2.8 Hz, 1H), 6.85 
(dd, J = 8.5, 2.8 Hz, 1H), 6.13-6.04 (m, 2H), 2.83-2.67 (m, 2H), 238-2.20 (m, 2H), 
1.94-1.86 (m, 2H), 1.76 (d, J = 6.3 Hz, 3H) „ 

• * 

fdfeff!l3 4 (1 7 2) 
10 4-(2-((lR)-l - (^-7^l/>- 1 -> r;i/) x^*;WTCW» 

r^cooH 




TLC : Rf 0.15 (n-^-y-> : ff^x^;^ 1 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 1.36 (m, 6H), 1.84 (m, 9H), 2.28 (m, 2H), 2.72 (m, 
15 2H), 4.12 (m, 1H), 6.07 (m, 2H), 6.81 (m, 2H), 7.09 (d, J = 8.24 Hz, 1H), 7.54 (m, 

837 
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4H), 7.85 (m, 2H), 8.23 (d, J = 8.52 Hz, 1H) e 

mmm3 4 (173) 

4 - (2 - ( (1R) -1- a-79U>-l— <M x-f-MW^fr) 

5 -4- (t:y^>-2— f;v) ^71-^) 

r^-COOH 




TLC : Rf 0.45 (^dd*W : ;i/=-9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 1.74 (d, J = 6.87 Hz, 3H), 1.86 (m, 2H), 2.19 (m, 
2H), 2.73 (m, 2H), 6.10 (m, 1H), 6.58 (d, J = 8.52 Hz, 1H), 6.91 (d, J = 8.24 Hz, 1H), 
10 7.02 (m, 3H), 7.19 (m, 1H), 7.49 (m, 4H), 7.69 (m, 1H), 7.77 (d, J = 8.24 Hz, 1H), 
7.84 (m, 1H), 8.08 (m, 1H), 8.21 (d, J = 8.24 Hz, 1H) » 

■ 

m@L3j (17 4) 

4 - (2- ( (ir) - l- (^-7^i/>-i— r;i/) x^-^A^/t^-r;!/) 
15 -4- (2-7 > -fe^7aiy^^) 7i-;i/) y^ym. 

r^^COOH 




838 
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TLC : Rf 0.45 : *#7—)l=9 : 1) ; 

N MR (300 MHz, CDC1 3 ) : <5 1.77 (d, J = 6.04 Hz, 3H), 1.90 (m, 2H), 2.29 (m, 
2H), 2.55 (s, 3H), 2.76 (ra, 2H), 6.12 (m, J = 6.04 Hz, 2H), 6.83 (m, J = 8.24 Hz, 1H), 
6.90 (m, 1H), 6.96 (d, J = 2.7 5 Hz, 1H), 7.15 (m, 2H), 7.45 (m, 5H), 7.79 (m, 2H), 
5 ' 7.86 (m,lH), 8.20 (d, J = 7.97 Hz, 1H) 0 

mmm3 4 a 7 5) 

4- (2- (l- (±7#u>-l — {)]/) 7*n^;i/*;w\*^E^;v) -4- 
7 ^ J **/7 7#>m. 



10 




TLC : R f 0.12 (n-^-tf> : ^x^;i/= 1:1) ; 

N MR (300 MHz, CDCI3) : d 1.08 (t, J = 7.42 Hz, 3H), 1.89 (m, 2H), 2.20 (ra, 4H), 
2.73 (m, 2H), 5.96 (m, 2H), 6.93 (m, 4H), 7.13 (m, 2H), 7.32 (m, 2H), 7.51 (m, 4H), 
7.80 (m, 1H), 7.87 (m, 1H), 8.26 (d, J = 8.24 Hz, 1H) 0 

15 

mMM3 4 (1 7 6) 

4- (2- (1- (±7*\sy- 1 ^;u*;w^-i*;u) -4-7 
i;^7x-;i/) ^ >m 



839 
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TLC : Rf 0.12 (n-^.^> : ff8i^= 1:1); 

NMR (300 MHz, CDd 3 ) : 6 1.01 (m, 3H), 1.52 (m, 2H), 1.87 (m, 2H), 2.05 (m, 
2H), 2.25 (m, 2H), 2.72 (t, J = 7.69 Hz, 2H), 6.00 (m, 2H), 6.94 (m, 4H), 7.12 (m, 
5 2H), 7.32 (m, 2H), 7.50 (m, 4H), 7.80 (m, 1H), 7.86 (m, 1H), 8.27 (d, J = 8.52 Hz, 
1H) 0 

mmm3 4 (177) 

4- (2- ( (3-^^;i/-i- (±7^i/>-i-w;i/) 




TLC : Rf 0.I8 (n-^^> : fm^^= 2 : 1) ; 

NMR (300 MHz, DMSO-d 4 ) : 6 8.99 (d, J = 8.1 Hz, 1H), 8.18 (d, J = 8.7 Hz, 1H), 

7.94 (m, 1H), 7.80 (d, J = 7.8 Hz, 1H), 7.62-7.38 (m, 6H), 7.24 (d, J = 8.7 Hz, 1H), 

840 
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7.16 (m, 1H), 7.05-7.02 (m, 2H), 6.98 (dd, J = 8.1, 2.4 Hz, 1H), 6.88 (d, J = 2.4 Hz, 
1H), 5.85 (m, 1H), 2.68-2.50 (m, 2H), 2.10-2.05 (ra, 2H), 1.90-1.65 (m, 4H), 1.56 (m, 
1H), 1.06 (d, J = 6.6 Hz, 3H), 0.89 (d, J = 6.3 Hz, 1H) 0 

fffiM 3 4 (1 7 8) 

4- (2- ( 1 - (4-7;i/tD-3-^^l/7iz;i/) ^ 

a 



TLC:Rf 0.16 (n-^-y-> : ftgx^= 2 : 1) ; 
NMR (300 MHz, DMSO-d«) :6 8.73 (d, J = 8.7 Hz, 1H), 7.43-7.37 (ra, 2H), 
7.24-7.13 (m, 4H), 7.07-6.95 (m, 4H), 6.83 (d, J = 2.4 Hz, 1H), 4.95 (m, 1H), 2.61- 
2.54 (m, 2H), 2.18 (brs, 3H), 2.08-2.03 (m, 2H), 1.75-1.53 (m, 4H), 1.39 (m, 1H), 
0.89 (d, J = 6.0 Hz, 3H), 0.87 (d, J = 6.3 Hz, 3H)o 

mmm3 4 (i 7 9) 

3- (2- ( ( (ir) -3-^^;i/- 1- (3, 5-^^;i/7^-;v) 




841 
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COOH 




TLC : Rf 0.52 (^DD^I/A : )V= 10:1) ; 

NMR (300 MHz, CDdj) : 6 0.96 (d, J = 6.32 Hz, 3H), 0.97 (d, J = 6.32 Hz, 3H), 

1.75 (m, 5H), 2J0 (m, 2H), 2.29 (s, 6H), 2.73 (t, J = 7.69 Hz, 2H), 3.78 (s, 3H), 5.13 

(m, 1H), 5.94 (d, J = 8.52 Hz, 1H), 6.56 (m, 2H), 6.66 (m, 1H), 6.95 (m, 5H), 7.19 

(m,2H) 0 



M 3 4 (1 8 0) 



3- (2- ( ( (1R) -3-^;i/-l- (3, 5-^^7x^) 



COOH 




TLC : Rf 0.57 imhtf-vy :*#;—)l=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 s 7.40-7.30 (m, 2H), 7.17 (d, J = 8.1 Hz, 1H), 
7.16-7.09 (m, 1H), 7.04-6.82 (ro, 7H), 6.19 (d, J = 8.4 Hz, 1H), 5.13 (q, J = 8.4 Hz, 



842 
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1H), 3.08-2.92 (ro, 2H), 2.71 (t, J = 6.9 Hz, 2H), 2.29 (s, 6H), 1.80-1.50 (m, 3H), 
0.96 (dd, J = 6.3, 1.8 Hz, 6H) 0 

fg»J3 4 (18 1) 



3- (2- ( ( (1R) -3-^^-1- (3, 5-^fjy7xrjl/) 

y^-ji) *;w^-<;i/) -4- {^y s J^-T s J—)]/- 2 -4 ;io 

=.)]/) 7"D;i>i 



TLC : Rf 0.55 (^DD*M : *?;-)l=9 : 1) ; 
N MR (300 MHz, CDC1 3 ) : 6 0.96 (d, J = 6.32 Hz, 3H), 0.97 (d, J = 6.32 Hz, 3H), 
1.68 (m, 3H), 2.28 (s, 6H), 2.68 (m, 2H), 3.01 (m, 2H), 5.14 (m, 1H), 6.64 (d, J = 
8.24 Hz, 1H), 6.88 (s, 1H), 6.95 (s, 2H), 7.34 (m, 5H), 7.69 (m, 2H)» 

iyfS^J3 4 (1 8 2) 

3- (2 - ( (4- (3, 5-^f;i/7i-;P) yl-H KDt^>-4- 





COOH 



843 
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COOH 




TLC:Rf 035 (n-^tt^ iim^f-fr :im= 1 0 0:1 0 0:1) ; 
NMR (300 MHz, DMSO-d,,) : 6 1.89 (m, 2H), 2.20 (s, 6H), 2.35 (m, 2H), 2.46 (m, 
J = 7.48 Hz, 2H), 2.84 (t, J = 7.48 Hz, 2H), 3.68 (m, 4H), 6.81 (s, 1H), 6.91 (d, J = 
5 2.75 Hz, 1H), 7.02 (m, 5H), 7.17 (m, 1H), 7.30 (d, J = 8.52 Hz, 1H), 7.41 (m, 2H), 
8.55 (s, 1H), 12.10 (s, 1H) 8 

mm 3 4 (is 3) 

3- (2- ( (4- (3, 5 -i?*W7x.—fr) h*Dtf7>-4- 

XOOH 




TLC : Rf 0.47 (^DD*M : ^^y— ;i/= 9 : 1) ; 
NMR (300 MHz, CDQ,) : 6 2.22 (m, 2H), 2.32 (s, 6H), 2.44 (m, 2H), 2.67 (t, J 
= 7.28 Hz, 2 H), 2.95 (t, J = 7.28 Hz, 2H), 3.77 (m, 2H), 3.92 (m, 2H), 5.07 (s, 2H), 
15 635 (s, 1H), 6.90 (s, 1H), 6.98 (dd, J = 8.50, 2.75 Hz, 1H), 7.04 (d, J = 2.75 Hz, 1H), 
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7.07 (s, 2H), 7.18 (d, J = 8.50 Hz, 1H), 7.39 (m, 5H) 0 

mmm3 4 (1 8 4) 

3- (2- ( (4- (3, 5-^f-;i/7^r:;V) ^-tFDK7>-4- 

5 *;w^^;i/) -4- (2-^Do-6-7;i/tD^^i/t^» 

XOOH 




T L C : Rf 0.46 (^DD^A : ^^^->= 9 : 1) ; 

* 

N M R (300 MHz, CDC1 3 ) : 6 2.23 (m, 2H), 2.32 (s, 6H), 2.47 (m, 2H), 2.68 (t, J 
10 = 7.28 Hz, 2 H), 2.96 (t, J = 7.28 Hz, 2H), 3.87 (m, 4H), 5.19 (d, J = 1.92 Hz, 2H), 
6.41 (s, 1H), 6.90 (s, 1H), 7.06 (m, 5H), 7.22 (d, J = 8.50 Hz, 1H), 7.31 (m, 2H)o 

Hfl50U3 4 (1 8 5) 

3- (2- ( (4- (3, 5-^f;v7i-;v) ;i-hKDK7>-4- 

15 jb/WWJlO -4- (2, 3, 6- MWM-D'OSWaMM 
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COOH 




TLC : Rf 0.40 (^DD^;PA : J— ;i/=9 : 1 ) ; 
NMR (300 MHz, CDC1 3 ) : (5* 2.23 (m, 2H), 2.32 (s, 6H), 2.47 (m, 2H), 2.67 (t, J 
= 7.28 Hz, 2H) 2.96 (t, J = 728 Hz, 2H), 3.85 (m, 4H), 5.13 (s, 2H), 6.49 (s, 1H), 
5 6.90 (m, 2H), 7.00 (dd, J = 8.52, 2.75 Hz, 1H), 7.06 (d, J = 2,75 Hz, 1H), 7.08 (s, 
2H) 720 (m, 1H), 7.20 (d, J = 8.52 Hz, 1H) » 

mmw3 4 (1 8 6) 

3- (2- ( ( (1R) (3, B-^^7i^) 

10 7^)1) jtvw^jfr) -4-^>^;i/t^7x-;i/) 7 , D;'Si/t 




TLC : Rf 0.40 (^DDtfc;i/A : ;i>= 9 : 1) ; 

NMR (300 MHz, CDQ 3 ) : d 0.98 (d, J = 6.32 Hz, 6H), 1.67 (m, 3H), 231 (s, 6H), 

2.69 (m, 2H), 2.95 (m, 2H), 5.04 (s, 2H), 5.14 (m, 1H), 6.24 (d, J = 852 Hz, 1H), 
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6.90 (s, 1H), 6.96 (m, 4H), 7.17 (m, 1H), 7.37 (m, 5H) , 

3- (2- ( ( (1R) -3-*?)l- 1- (3, 5-^^f-;^7x-;i/) 
7*710 #;W\*^;i/) -4- (2-^DD-6-7WD'<V^M^» 



COOH 




TLC : Rf 0.40 (^DD^J1/A : S—)l'=9 : 1) ; 
N M R (300 MHz, CDC1 3 ) : 6 0.98 (m, 6H), 1.70 (m, 3H), 230 (s, 6H), 2.70 (m, 
2H), 2.97 (m, 2H), 5.15 (m, 3H), 6.28 (d, J = 8.79 Hz, 1H), 6.90 (s, 1H), 6.94 (s, 2H), 
7.03 (m, 3H), 7.21 (d, J = 8.52 Hz, 1H), 7.29 (m, 2H)o 

fgfifeff] 3 4 (1 8 8) 

3- (2- ( (4- (7-7*V>- 1— ^-fc h*Dt^>-4—f;iO 
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TLC : Rf 0.50 (ZautiVlA : J— ;U= 9 : 1) ; 
NMR (300 MHz, CDQ 3 ) :d 2.49 (m, 4H), 2.83 (m, 4H), 3.92 (m, 4H), 6.88 (s, 
1H), 6.98 (m, 4H), 7.19 (m, 3H), 734 (m, 3H), 7.48 (t, J = 7.82 Hz, 1H), 7.72 (d, J = 
5 6.59 Hz, 1H), 7.78 (d, J = 8.24 Hz, 1H), 7.86 (dd, J = 8.24, 137 Hz, 1H), 8.33 (d, J = 
8.52 Hz, 1H) 0 

^fe#!l3 4 (1 8 9) 

4- (2- ( (4- (^7*1/ v-i— r;v) /t— ti«D^>-4— 
io #;w\^e-f;i/) -4-7^y^7jir:;i/) 

■ 

i^^COOH 




TLC : Rf 0.29 (n-^"^> : ftffiai^ : »R= 5 0:5 0:1) j 
NMR (300 MHz, DMSO-d,,) : <J 136 (ra, 2H), 1.91 (t, J = 7.55 Hz, 2H), 2.08 (m, 
2H), 2.35 (m, 2H), 2.77 (m, 2H), 3.82 (m, 4H), 6.73 (d, J = 2.47 Hz, 1H), 6.99 (m, 
15 3H), 7.16 (m, 3H), 739 (m, 3H), 7.47 (d, J = 7.69 Hz, 1H), 7.63 (d, J = 7.42 Hz, 1H), 

i 
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7.78 (d, J = 8.24 Hz, 1H), 7.89 (d, J = 7.14 Hz, 1H), 8.61 (d, J = 8.79 Hz, 1H), 9.06 (s, 
1H) 0 

mm 3 4 (1 9 0) 

4- (2- ( (4- (3 3 5-^^l/7ir;v) ;-?-t h*D £5>-4- 




TLC : Rf 0.35 (n-^*y-> : : »R= 5 0:5 0:1) ; 

NMR (300 MHz, DMSO-d 6 ) : (5" 1.72 (m, 2H), 1.88 (m, 2H), 2.11 (t, J = 7.55 Hz, 
2H), 2.21 (s, 6H), 2.38 (ra, 2H), 2.59 (m, 2H), 3.63 (m, 2H), 3.74 (m, 2H), 6.82 (s, 
1H), 6.90 (d, J = 2.75 Hz, 1H), 7.01 (m, 3H), 7.07 (m, 2H), 7.17 (m, 1H), 7.25 (d, J = 
8.52 Hz, 1H), 7.42 (m, 2H), 8.51 (s, 1H) Q 

mffifl«3 4 (19 1) 

3- (2- ( ( (1R) -3-^;i/-l- (3, 5-i?^^7ir;i/) 

75^;i/) jb/wre-f )i) - 4 - ( 2 , 3 ,. 6 - h »J n^>^*;i/;a-=^>.) 
7x-;v) ro;^® 
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TLC : Rf 0.49 (^pp*;i/A : J— ;i/=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 0.97 (m, 6H), 1.68 (m, 3H), 230 (s, 6H), 2.69 (m, 
2H), 2.95 (m, 2H), 5.11 (s, 2H), 5.17 (m, 1H), 6.27 (d, J = 8.52 Hz, 1H), 6.93 (m, 
6H), 7.17 (m, 2H) 0 

■ 

* 

###]5 5 




7-*^;i^-t<;> (5 Off) ®T-feh-hU;i/ (1.2D N-r 

D^*:S?^W^ h* (5 6g) ^ZFa, a'-7^e7-fV7mh'J;V 
(5 1 Omg) fciDiL rt»7 8°CT*3 0#M«#bfc o ©S^^iiU 
* (1L) ftjp^ «£H£31*bT> &T04fotttt£#***IWfli-&*& (7 
6 g) *ntzo 

NMR (300 MHz, CDC1 3 ) : 6 7.69 (d, 9.6 Hz, 1H), 7.46 (d, J = 8.1 Hz, 1H), 7.34 
(d, J = 1.8 Hz, 1H), 7.30 (dd, J = 8.1, 1.8 Hz, 1H), 6.43 (d, 9.6 Hz, 1H), 4.52 (s, 2H) C 

mm 5 6 

7- (2, 5-i?7Mn7i;^^^) ^TiJ> 
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(21.8g) > #K>b>J£A (464 g) ^DMF (2 5 Oml) £»U 6 0°C 

5 ^^isiLfeo @#*ia»LTWT©«jttfii[*^ra«]Sfb^«5 (43.9 g) £?# 

fee 

N M R (300 MHz, DMSO-dJ : 6 8.05 (d, J = 9.6 Hz, 1H), 7.74 (d, J = 7.8 Hz, 1H), 
7.46 (bra, 1H), 7.41 (brd, J = 7.8 Hz, 1H), 7.32-7.18 (m, 2H), 6.78 (ra, 1H), 6.49 (d, J 
= 9.6 Hz, 1H), 5.30 (s, 2H) 0 

##0115 7 

3- (2-fc b*D=^>-4- (2, 5-^7;!/tD7iy^>^^;V) 7 a: 



0 




#%0d5 6 7?M3ibfefb^ (43.9g) ##004 2 fcfiMSiOlfcfts 

£f?&oTx JKT©4WS«**f *«RH^i-&«J (46.5 g) £f#fco 

N M R (300 MHz, DMSO-dJ : d 10.4 (s, 1H), 7.84 (d, J = 16.2 Hz, 1H), 7.64 (d, 
J = 7.8 Hz, 1H), 7.26 (m, 1H), 7.16 (m, 1H), 6.98 (s, 1H), 6.89 (d, J = 7.8 Hz, 1H), 
6.77 (m, 1H), 6.61 (d, J = 16.2 Hz, 1H), 5.15 (s, 2H), 3.70 (s, 3H) 0 

5 8 
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3- (2-b (2, 5-i?7;i/tD7x;^f;i/) 7^ 



###J5 7 irm^Vtcit^m (46.5 g) £#SWts Xttfl2 4fc^t8©»fls 
5 £fr&oT> «T0«rtS**#1*««W&&* (23.6 g) §f#fco 

N M R (300 MHz, CDCl,) : 6 7.20 (s, 1H), 7.10 (d, J = 7.8 Hz, 1H), 7.01 (ddd, J 
= 10.5, 9.0, 5.4 Hz, 1H), 6.96-6.91 (m, 2H), 6.71 (m, 1H), 6.58 (m, 1H), 5.03 (s, 2H), 
3.70 (s, 3H), 2.92-2.88 (m, 2H), 2.74-2.70 (m, 2H)» 

10 ##M5 9 

3- (2-jtM>tf*$'-4- (2, 5-^7;M-P7x^=*r^?-;V) 7i 

■ 

— )]/) 7"D;'S>^f;i/x^r^ 



###J5 8Tfi£Ufc-ffr&*& (2 5 Omg) £/§V^ ###14 4->#% 
15 0J4 5 fcHrtH©»f^*tfftotx WT©«rtStt*#'rs«H<b'&« ( l 9 3 

* 

mg) £f#fc 0 

NMR (300 MHz, CDCU : 6 8.11 (d, J = 1.8 Hz, 1H), 7.59 (dd, J = 8.1, 1.8 Hz, 
1H), 7.38 (d, J = 8.1 Hz, 1H), 7.04 (ddd, J = 10 J, 9.0, 5.1 Hz, 1H), 6.74 (ddd, J = 9.6, 
6.6, 3.0 Hz, 1H), 6.62 (m, 1H), 5.11 (s, 2H), 3.67 (s, 3H), 3.38-3.33 (m, 2H), 2.74- 



0 




O 
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2.69(m,2H)o 



mm 3 5 



3- (2- ( (3 -pWV- 1 - (3, 5-^f;V7i-;v) 7?-)V) * 
5 ;wTC-f;i/) -4- (2, 5-y7MP7iy^^^) 7i-;i/) 7" 



COOH 




□ 



10 $l£f#fco 

TLC : Rf 0.51 (^OD^;UA : ^^y-;i/= 10:1) ; 

■ 

NM R (300 MHz, CDC1 3 ) : 6 0.99 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 231 (s, 6H), 
2.72 (t, J = 7.00 Hz, 2H), 3.03 (m, 2H), 5.06 (s, 2H), 5.16 (m, 1H), 6.31 (d, J = 8.24 
Hz, 1H), 6.61 (m, 1H), 6.73 (m, 1H), 6.90 (s, 1H), 6.96 (s, 2H), 7.04 (m, 1H), 7.29 (d, 
15 J = 8.24 Hz, 1H), 7.41 (m, 2H) „ 



08 6 0 



3- (2-hU7;i/^-D^^>^;^=¥5>'-4- (t7V-;i/- 1— f;M 
7i-;i/) 7n^>i^?M7f;i/ 
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COOCH 



3- (2-th'D^>-4- 7x-;i/) 
rn/iv^^x^r/l/ (1.00 g) *m^T, ##M4 4 i:|qI^O^^fT 

^xiikTom^.m^mt^umih^m u.48g) 

NMR (300 MHz, CDC1 3 ) : 6 7.57 (m, 1H), 7.42 (d, J = 2.1 Hz, 1H), 7.32 (d, J = 
8.1 Hz, 1H), 7.12 (d, J = 8.1 Hz, 1H), 7.04 (s, 1H), 6.32 (t, J = 2.1 Hz, 1H), 3.67 (s, 
3H), 3.02 (t, J = 7.5 Hz, 2H), 2.64 (t, J = 7.5 Hz, 2H) 0 



IMM 3 6 

10 3- (2- (5-7x-/l/-l-^>fr/l/) -4- (t7 1 



COOCH- 




15 



:P;n*>#aj^ 0%M6 0rmMLtcfo&&>) (300mg) ODMF 
(3ml) $§&£ N l d 65mg) N s> ( h U 

7ir;^7^» /t7^"7A^D';h* (54mg) N 3£<M (4 4 
mg) ^ s^b^h^^^^^-^A (8 4 8 ms) £ J; H; 
7$-> (0.6ml) *lBJ* v MT-l!«j^bfco E*63i£«fc:**iDiU ft 
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mvxs vm&m^t zmmtism (i2 8mg) zmtzo 

N M R (300 MHz, CDC1 3 ) : <? 7.55 (d, J = 2.1 Hz, IK), 7.37 (d, J = 2.1 Hz, 1H), 
5 7.32-7.16 (m, 7H), 7.05 (dd, J = 7.8, 1.8 Hz, 1H), 6.28 (t, J = 2.1 Hz, IK), 5.26 (s, 
2H), 3.62 (s, 3H), 3.08 (t, J = 7.5 Hz, 2H), 2.78 (t, J = 7.5 Hz, 2H), 2.65 (t, J = 7.5 Hz, 
2H), 2.44 (t, J = 7.5 Hz, 2H), 1.97-1.87 (m, 2H) a 

m mm 3 7 

10 3- (2- (5-7ir;K>f;i/) - 4- (t5\7-;i/-i—T;M3S>i/) 




mmm 3 e xm^Ltzib^a ooomg) 0**;-* (3mi) mm 

1 0%;l5i><7A|&& (30mg) ^JPXs tK^#H^Ts 

S©THFj§i^ 1 N7kM^- h U r>A7k^ (2ml) &J;T^*7- 
)]/ (2ml) ^Dx.> MSt?-^m^Ufeo afoMfclN^T+fOU 

20 HSibT> ttT©«ttffi**-r*«il'fb^«l (2 2 0mg) £?#fco 
TLC : Rf 0.50 (n-^-y-> : ftSx^-;i/= 1 : 2) ; 
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NMR (300 MHz, CDC1 3 ) : 6 7.54 (d, J = 2.1 Hz, 1H), 7.35 (d, J = 2.1 Hz, 1H), 
7.30-7.25 (m, 2H), 7.19-7.11 (m, 4H), 6.99-6.96 (m, 2H), 6.27 (t, J = 2.1 Hz, 1H), 
5.26 (s, 2H), 2.94 (t, J = 7.8 Hz, 2H), 2.63-2.55 (m, 6H), 1.70-1.52 (m, 4H), 1.45- 
1.37(m,2H)o 

^6^13 8 

3- (2- (5-7xr;i/-l-^f-^) -4- (K^VT— fr- 1 — f 



COOCH 3 




T;i/=f>#ffl^,T> ##096 O-CSJtUfc'rtS'&tr ( 1 3 3mg) ©DMF 
(lml) #u>M (12 9mg) fh7^ (KiJ7i-M 

rt^VtpJ* (39mg) *J:Vy £A (144mg) £ 

an*. 8 o°CT*2^m^ufco afcts^fefczjcfciiifcy ssfcx^-cam 

«I$tt§H»b^l (1 3 lmg) 

N M R (300 MHz, CDC1,) : (? 7.54 (m, 1H), 7.38 (d, J = 2.1 Hz, 1H), 732-7.16 (m, 
6H), 7.11 (d, J = 7.8 Hz, 1H), 7.01-6.97 (m, 1H), 6.57 (d, J = 15.6 Hz, 1H), 6.27(1, J 
= 2.1 Hz, 1H), 6.13-6.03 (m, 1H), 5.27 (s, 2H), 3.65 (s, 3H), 2.97 (t, J = 7.8 Hz, 2H), 
2.67 (t, J = 7.8 Hz, 2H), 254 (t, J = 7.8 Hz, 2H), 2.30-2.22 (m, 2H), 1.86-1.75 (m, 
2H) 0 
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1«3 9 (1) -3 9 (2) 



Hlffl50il3 9 (1) 



3- (2- (5-7i-;i'-i-^>5 : -;v) -4- f 
7i-;p) 7*p;^y^ 

XOOH 



T L C : R f 0.45 ( n-^1t> : ftSi^- 1:2); 
N M R (300 MHz, CDC1 3 ) : 6 7.54 (d, J = 2.1 Hz, 1H), 738 (d, J = 2.1 Hz, 1H), 
7.32-7.27 (m, 3H), 7.22-7.18 (m, 4H), 7.05 (dd, J = 8.1, 2.1 Hz, 1H), 6.28 (t, J = 2.1 
Hz, 1H), 5.25 (s, 2H), 3.09 (t, J = 7.8 Hz, 2H), 2.80-2.68 (m, 4H), 2.44 (t, J = 6.9 Hz, 
2H), 1.97-1.87 (m,2H)o 

jgffifl!l3 9 (2) 

3- (2- (5-7xr;v-l-^>r^l/) -4- 1 -- f 
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COOH 




i 

TLC : Rf 0.50 (n-^*tf> :R»x*-;u=l : 2) ; 

N M R (300 MHz, CDC1 3 ) : 6 7.55 (d, J = 2.1 Hz, 1H), 7.38 (d, J = 2.1 Hz, 1H), 
5 7.31-727 (m, 3H), 7.21-7.11 (m, 4H), 6.99 (dd, J = 8.1, 2.1 Hz, 1H), 651 (d, J = 
15.6 Hz, 1H), 627 (t, J = 2.1 Hz, 1H), 6.08 (dt, J = 15.6, 6.9 Hz, 1H), 5.28 (s, 2H), 
2.98 (t, J = 8.1 Hz, 2H), 2.10-256 (m, 4H), 2.30-2.22 (m, 2H), 1.86-1.76 (m, 2H) » 

#^ff«6 1 

10 3- (4- — fiW^) - 




3- (4- (t7V-;v-l-f;Mf^) -2-*;i/^^7ai-;i/) 

rp/^^^x^^l/ (6 0 Omg) O&fckTHF (8.0ml) 
15 O'CT^i'-rh^t KP7^>$£#:©THF (3.2m l) &$&£?i8TU 
^MT- 2 B3fa*Jt# tfeo ??,W7>-Tf7bFD77 THF 
(3.5ml) ®m*ftQz.s ilSIHatfbfc. S^^^SUPx.. Iffix^. 
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5=-;i/= 1:2) "CJfifl&l/t. WT©«MSffi*#t"S*WBft^ (4 2 Omg) 

TLC : Rf 0.59 (^dd*;1/A : *#J—)V= 10:1) ; 
NMR (300 MHz, CDC1,) : 6 7.75 (m, 1H), 7.34-7.06 (m, 4H), 6.32 (t, J = 2.4 Hz, 
1H), 5.34 (s, 2H), 4.74 (d, J = 4.8 Hz, 2H), 3.67 (s, 3H), 3.02 (t, J = 7-5 Hz, 2H), 2.70 
(t, J = 7.5 Hz, 2H), 2.23 (m, 1H) « 

##ff]6 2 

3- (4- (tf7\/-;i>-l--f;M5Vl>) -2- (1, 3-S?*WVW 




#%0d6 l"e®Btbfc<b^ (4 2 Omg) OTHF (4ml) 
0 °CC h U x^l/T ^ > (0.35ml) tJi^^^^-^^D'J K (0.13 

ml) ^^^^ 30^m#Lfe« £jfc«fcfc*&in*.> fflkx>w?to& 

£J8¥U K*Ui>A (3 70mg) £iD;^ 3^^#b 
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T<»RUfco »e»nfcS#4^^>/SH»^;v (5 : 1) "CWHsXR 

TO«H4fl[*#r3*RHfli^4» (3 2 0mg) 

T L C : R f 0.63 : 1:2) ; 

N MR (300 MHz, CDC1 3 ) : c? 7.91-7.82 (m, 2H), 7.79-7.70 (m, 2H), 7.44 (m, 1H), 

7.32 (m, 1H), 7.15 (d, J = 7.8 Hz, 1H), 7.08 (m, 1H), 6.99 (m, 1H), 6.20 (t, J = 2.1 Hz, 

1H), 5.23 (s, 2H), 4.89 (s, 2H), 3.69 (s, 3H), 3.17 (t, J = 7.8 Hz, 2H), 2.67 (t, J = 7.8 

Hz,2H)o 



3- (4- (tf^y— f;M^;i/) -2-7$y.?<?-;i/7:ii—;U) 



###16 2-CKabfcft-^» (3 0 OrngjOl, 2-^DDx*> (1 
m 1 ) & <fctf* * / - ;i/ ( 1 m 1 ) m«L£s ^MT* t h* 9 > 1 Tkfil* (0.043 

mi) &an^ 6 o'CT—^^ufco sj«*«*^a*T?^ai«s 

^ ^x^M-iHi bfco ^mi^TObT3- (4- (l-£7\/-;u 

-l-^M^l/) -2-7'^^^^;1/7jc-;1/) 7*D^>&£#fco 7jcjl 

t 

T^JB^^^#fco '»&ftfcflsa***to*N (5ml) ^SO^T 

1 0 OWl bfc. <E*&***»I8U h;i/x>^bTWT0tJ 
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t&m^tmmh^ ( 1 9 omg) mtco 

TLC : Rf 0.09 (^DD^l/A : J-)\s= 10:1) ; 
NMR (300 MHz, CDQ 3 ) : 6 8.24 (m, 3H), 7.81 (d, J = 2.1 Hz, 1H), 7.46 (d, J = 
2.1 Hz, 1H), 7.38 (m, 1H), 7.27 (d, J = 7.8 Hz, 1H), 7.16 (m, 1H), 6.28 (t, J = 2.1 Hz, 
5 1H), 5.30 (s, 2H), 4.12-4.00 (m, 2H), 2.87 (t, J = 4.5 Hz, 2H), 2.62-2.40 (ra, 2H) o 

mmm 4 0 

3- (4- l-jfttf-fr) -2- (*7*l/>-2-< f 

XOOH 



10 




###16 3^5tbfe<b^tl (90mg) (4ml) ^ 

IC, 0 °CT* h U ^ > (0.13ml) & J; v 2-^-7 *i/>#;w?>^7 

D^-r h* (6 5mg) £;bn;^ 0°C^3 0#^it#b&, £Jfo&$£2N& 

^ * y -;i/= 10 0:1) T'H^bTx &TQ®&M*GtZ>mmi&%>} (4.5 
mg) £f#fc 0 

TLC : Rf 0.40 (^nD*;i/A :^*y-;U=l 0:1) ; 
NMR (300 MHz, DMSO-d 4 ) : <5 9.10 (t, J = 6.3 Hz, 1H), 8.48 (s, 1H), 8.33-7.84 
20 (m, 4H), 7.77 (d, J = 2.1 Hz, 1H), 7.68-7.55 (m, 2H), 739 (d, J = 2.1 Hz, 1H), 7.28- 
7.12 (m, 2H), 7.04 (d, J = 8.4 Hz, 1H), 6.21 (t, J = 2.1 Hz, 1H), 5.28 (s, 2H), 4.54 (d, 
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J = 6.3 Hz, 2H), 2.93 (t, J = 7.6 Hz, 2H), 2.64-2.40 (m, 2H), 



3- (4- -2- (4-^>\7-f;i/t:^ 

5 Vy-\-4)V) 7ir;H ^D^^i^HXt^ 



coo. 




■ 

(6 Omg) 43J;tJ f 2-^^^□^\d^i/;^7^^7-^'y-2 , - (N, N-^^ 
3-)\/7%J) (48mg) (3ml) iS.fctft-rT' 

10 (3ml) ^it>>^A (5 9 8mg) , 3-(2-3- 

K-4- (bf^y-;i/- i— 7l -» 7*n^>^ (5 0 0m 
g) &<£W^.7i;> (22 6mg) 1 0 O'CT 5B^*l#Lfco 

RjS^^{c*^iJ0x. N Sf^n^l/Tfc&aibfco ^«l^lN^T-#ftmb 

it o 

^;^>#H^Tx ^W£W&*1-\sy (2ml) £*g#PU o°e-e^> 
V-fMn>; h* (0.15ml) iJctVt^U^y (0.4ml) fcfln;^ ^ST:2Kf 

(3 0 6mg) £f#fc 0 
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PCT/JPO2/O8120 



T L C : R f 0.45 (^ t>-> : Wtx^s 1:2) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.00 (d, J = 16.2 Hz, 1H), 7.58-7.42 (m, 8H), 6.90 
(d, J = 8.4 Hz, 1H), 6.82 (s, 1H), 6.38 (d, J = 16.2 Hz, 1H), 6.32-6.30 (m, 1H), 5.32 
(s, 2H), 4.25 (q, J = 7.2 Hz, 2H), 3.95 (m, 2H), 3.61 (m, 2H), 2.98-2.85 (m, 4H), 1.33 
(t, J = 7.2 Hz, 3H) 0 

mmmA 2 

3 - (2- (N-X>\/-f ;i/t^5^>- l--r;i/) -4- 




H»J4 iT-gmistcfc-er®} (306mg) *fflv^T^ HflS0!J 3 7 £ H3a 

©^§fT^^TWT©tH4€**f 2>nm4b&to (2 1 Omg) £*§fc 0 
T L C : R f 0.45 (Mfcx?-;i/) ; 

NMR (300 MHz, CDClj) : 6 7.56 (d, J = 2.1 Hz, 1H), 7.43 (s, 5H), 7.39 (d, J = 
2.1 Hz, 1H), 7.18 (d, J = 8.4 Hz, 1H), 6.93-6.91 (m, 2H), 6.29 (t, J = 2.1 Hz, 1H), 
5.28 (s, 2H), 3.92 (m, 2H), 3.57 (m, 2H), 2.99 (t, J = 7.8 Hz, 2H), 2.91-2.84 (m, 4H), 
269 (t, J = 7.8 Hz, 2H) 0 

3- (4-^ h=^>* h^r^-2- (±7*l/>-2 W^^l^Wt^ 
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^/^COOCH; 




M4 5^mmm3 2tmmo 



5 TLC : Rf 0.51 (^DD^M : ^^y— ;i/= 10:1) 



10 



4 4 



C00CH 3 




094 3T*t£gUfc-fbi§r$J (6 7 2mg) CD^^y-;u (7ml) 
^ A (4 7 8mg) £flD;U 3K?K8»PUfco EJfc$I^&# 



15 (3ml) *ft|;t v 1 



(10ml) **V4Nffll/^*W>«» (10ml) ^ 2 

-f- : ^+t>= 1 : 5->l : 3->l : l-»ft8if;i/) tr* 

^ibTx J^T©%ffiS$^1-5*ljg<fb-£tl (3 0 Omg) £f#fc 0 



864 



WO 03/1) 16254 
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TLC : Rf 0.26 : h;Ux>=2 : 1) ; 

NMR (300 MHz, CDC1,) : 6 7.93 (s, 1H), 7.S5-7.74 (m, 3H), 7.71 (s, 1H), 
7.58-7.34 (in, 5H), 5.35 (d, J = 15.3 Hz, 1H), 4.84 (m, 1H), 4.81 (s, 2H), 4.59 (d, J = 
15.3 Hz, 1H), 3.58 (s, 3H), 2.84 (dd, J = 15.9, 5.4 Hz, 1H), 2.62 (dd, J = 15.9, 6.9 Hz, 
5 lH)o 



mmm 4 5 

2- (5-7 ^^^^-2- (^-7^i/>-2-^;M^;i/) -fy-f 



COOH 




tnmom^irt^Xs ^To^m^-r^mmh^m (2 9ms) & 

TLC : Rf 0.46 (7nn*;i/A : *£7-;i/= 10:1) ; 

NMR (300 MHz, DMSO-d 4 ) : 6 7.90-7.78 (m, 5H), 7.68 (d, J = 8.4 Hz, 1H), 7.57 
(d, J = 7.8 Hz, 1H), 7.53-7.44 (m, 2H), 7.40 (d, J = 8.4 Hz, 1H), 7.34-7.25 (m, 2H), 
7.06-7.00 (m, 2H), 6.94 (m, 1H), 5.22 (s, 2H), 5.21 (d, J = 15.3 Hz, 1H), 4.76 (m, 
1H), 4.58 (d, J = 15.3 Hz, 1H), 3.02 (dd, J = 16.5, 4.2 Hz, 1H), 2.69 (dd, J = 16.5, 7.2 
Hz,lH) 0 



mMM4 5(1) 
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2- (5- (4-i/7;7i;^^) -2- (i-y^\y>-2-^Jl 

-rv*> 3 -*->-i—f;i/) B 



COOH 




TLC : Rf 0.46 (^DD*M : *$J—)\,= 1 0 : 1) ; 
NMR (300 MHz, DMSO-d 6 ) : $ 7.91-7.35 (m, 14H), 5.29 (s, 2H), 5.21 (d, J = 
15.6 Hz, 1H), 4.77 (m, 1H), 4.59 (d, J = 15.6 Hz, 1H), 3.02 (dd, J = 16.5, 4.2 Hz, 1H), 
2.69 (dd, J = 16.5, 7.2 Hz, lH)o 



^14 5 (2) 



2- (5- (tr^y— i — >f ;M3F-;i/) -2- (^-7^i/>-2 — r;v 



COOH 




i#J4 4^M3gbfefb^I^«tW^tS^^I^^-C^Jfi^J2 
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mm3 tm&<Dm?*ft&-ox, &T<DmM&#t&wm<b&yi*nito 

T L C : R f 0.27 (^DD^l/A : * # J -j]/= 10:1) ; 
NMR (300 MHz, CDCI 3 ) : d 7.84-7.62 (m, 5H), 7.57-7.33 (m, 7H), 6.30 (t, J = 2.4 
Hz, 1H), 5.41 (d, J = 15.0 Hz, IK), 5.40 (s, 2H), 4.78 (m, 1H), 4.52 (d, J = 15.0 Hz, 
5 1H), 3.02 (dd, J = 16.2, 4.5 Hz, IK), 2.51 (dd, J = 16.2, 8.7 Hz, 1H) 0 



mmm4 5 m 

2- (5- (t7^-;i/-l-f;Mf;i/) -2- {i-y^vy- l ->r;i/ 



COOH 



10 




^xm&M2^mMm3 tm^om^^^x, uT<D%}&m*%t&M 

TLC : Rf 0.23 (^nn*M : ^*y-;i/= 10:1) ; 
15 NMR (300 MHz, CDC1 3 ) : 6 8.16-8.08 (m, IK), 7.88-7.77 (ra, 2H), 7.73 (brs, 1H), 
758-7.33 (m, 8H), 6.29 (t, J = 2.1 Hz, 1H), 5.86 (d, J = 15.3 Hz, 1H), 539 (s, 2H), 
4.66 (d, J = 15.3 Hz, 1H), 4.54(dd, J = 93, 3.3 Hz, 1H), 3.12 (dd, J = 15.9, 3.3 Hz, 
IK), 2.48 (dd, J = 15.9, 9.3 Hz, 1H) 0 



20 g|flgfliJ4 5 (4) 

2- (5-7^^Jri/^5 : -;i/-2- (3-^;t/-l-7iz;^l/) -i 
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v-r > k >; >- 3 -^->- 1 — f tf& 




TLC : Rf 0.62 (^DQ*;i/A : ;i/= 1 0 : 1) 0 

• (2E) -3- (2- (2- (^-7^l/>-2— T;i/) xh^» -4- 

;p- i— r;^^) 7i_^) - 2 -7*0 

5 0 0mg 

• 7f7 U a (?gm^J) 10 0 g 

•aagmr^n— ;* 9. 2 g 
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it # © is m 

l . ( I ) 




0) 



5 (3t4u RMi-COOH, -COOR\ -CH 2 OH, -CONR 6 S0 2 R\ 
-CONR 7 R\ -CH 2 NR 5 S0 2 R 6 > — CH 2 NR 9 COR 10 > -CH 2 N 
R 8 CONR 5 S0 2 R 8 > -CH 2 S0 2 NR 9 COR 1 \ -CH 2 OCONR 5 S 

o 2 r\ ^h^y-M 1,2, 4 -a-^M^rvr-*- 5 1, 2, 

* 

4 5 1,2, 4 -*7V7^-fr- 5 

10 1, 3-^T^U^*>-2, *ifcttl, 2, 3, 

*?7V— )]/- 2 -^->§^t) U 

R 4 liCl~6 7;^Mfcli- (Cl~47;i/^» -R ll > 
^fcfcdcKSk c l~4z;vn^i/ x -CO 01^ Cl-47;w^>A;i/^ 
-;K &fcfci:-CONR 7 R 8 *&*>U 

R 6 fcfc N (i)Cl-6 7JWK 

(ii) l~5M©R 12 S•r*g^fe^tlTV^S*^5V^{i^^fe©C 3~ 1 5©# 

« 

20 (iii) l~5ii©R 12 St:g^fe^i^TV^Si^SV^Ma^^lOC3~l 5 

SO^JSfc: ioTg&SftWa CI - 6 C 2 - 6 7;U^r-;i/ 
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(ii) C 1 ~ 6 TJV^f-JVy, 

(iii) 7jC^ 

(iv) -COR l \ 

r 

(vi) l~5^0R 12 S•^:g^tlTV^^^^5V^{i^a^OC3~ 1 5 ©# 
9k S VM±=9l©ift*9l N £fci£3~l -3f££W±H 

: 

10 9UD^9te<fcoT8tfe£;lvt^SC l~47^t«t)U 
R 9 fcfcfcfUM^ * fcfc C 1 ~ 6 7frW&mt> U 
R 10 fcfc N (i)*JWK? 

(ii) C 1 ~ 6 7J]/*;K 

(iii) l~5M©R 12 ^^?g^$t^TV^5z>^SV^ii^g^©C3~l 5©# 
15 9k -MSb* ^l±EM<D femMs &it\Z$~l 5j|0#9k ^3§&3VNfcfcH 

9t©&&9k 

(iv) 1 ~ 5 ® © R 12 ST* *IT V % 3 & ^ V > & 4RB&© C 3 ~ 1 5 © # 

9l©1SaR9lt £oTg&£ti,W5C l~6r;i/=3p;k C 2 ~ 6 77i"!r— ;b 

20 £ fctt C 2 ~ 6 T;i/^r^;i/^^t» u 

R l2 i±> (a)Cl~6 7;V+;K (b)C l-6?;i/3^X (c)Cl-6 7M 
**-*\ (d)Any>JR^F % (e)CF 3 > (f)^>7>\ (g)-hn, (h)3fcB& 
(i)-COOR" N (j)-NHCOR^ (k)-S0 2 R 1 \ (l)-NR 15 R lf \ (m) 

25 ~7<D&mfcMM, (n)C l'-4 7 > ;^^;^2feav^{±^V■ee^i^TV^a2> 

fc3^ttftfg&©3~7M©l|i3fgB!tJ& *fcfcj:(o)*ffi2k -COOR 13 > 
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— NH COR 1 \ -S0 2 R 14 s &£^&-NR 15 R 16 C£oTggl£tlWS 
C 1 ~ 4 77WI/4JIU3 U 

R 13 {i7^JI^ C1~47)V*)K 7x-;K (Cl~4) TVl/* 

5 R u tt C 1 ~ 4 :7Ml^;i/£^fc> U 

' R 15 i5J;^R l8 {±^ti^M43i:tT> 7kflJiH\ c 1-4t;1/=3t;k 
7jcn;i/ (ci~4) r;i/*;i/£^t> u 

R 17 tt C 1 ~ 4 7;i/*ib £ fcl* 7 x x;u*3Ud U 

Afctu (i)#^> 
10 (ii) C 1 ~ 6 1/ X 
(iii)C2~6T;Wr^l/> s 

(hr) C 2 ~ 6 7)V*=. U 

(v) -0- (C1-37M^»^ 

(vi) -S- (C l~3^;i/^rl/» > 

15 (vii)-NR 20 - (C l~37JV*U» s 

(viii) -CONR 21 - (C l~Z7)]s*Vy) ^ 

(ix) - (C l~377t/*V» -0- (C1-37W» > . 

(x) - {Cl~37)V*V» -S- (Cl~3^;i/=5rV» , 

(xi) - ( C 1 ~ 3 7)1* V » — NR 20 — (C l~37)V*\s» s 

20 (xii)- (C1~37^V» -CONR 21 - (C1~3 7;W»> 

* 

(xiii) -Cy c U 

(xiv) - (Cl~47;^l/» -CycK &tz\± 

(xv) -Cyc 1- (C1~47;^V» £^t>U 

(a)Cl~6 7M;K (b)Cl~6 7;i/^ (c)7\n>/>JiH\ (d)CH 

* 
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F 2 s (e)CF 3 s (f)OCHF 2N (g)OCF 3 , (h)*iMk (i)fch*n^> (C 
1~4) TJV^-M 

R^mM^ ci-47m -so 2 (ci~4) tjv*)V s 

C 2~5 3P£/;i/£^fc>U 

CycliiCl-6 C 1 ~ 6 7*;i/H 3^ C 1 ~ 6 7Jl*r»?-*, 

C2~G7)V>r-)W C 2 ~ 6 T'^-M ^D>?>Ji^ CHF 2 s CF 3n 

3 V^ggl® C 3 - 7 6DJ£3f iStH3i> 3 ~ 7 MO^^^^fc 

10 Us 

B^{±C3-1 20#^SVn(±-^O^^ £fc&3~l 2m®%m& 
R 2 liCl-6 7W;K Cl~6^n^^ Cl~6 7»^ C2 

- 6 7;i/>t^;k C2-6^;i/^;k ^d^>m^ chf 2 ^ cf 3 > n 

15 hn, >>7^^ 7ir;^fc(±^v$it)U 
fc&2£gEfc>U 

- D - R 3 # - A - R 1 b T B 3S fc ;f ;i/ b {^^©ffigT-^-t § 
20 n&0 N 1 £fc&2£3lfc>U 

(1) (i)- ( C 1 ~ 4 V C2~4T;i/-5r-lx>^fc(±C2~47' 

(ii)- (Cl~47»*U» -Z-Cyc3, 
25 (iii)-NR 24 R 2i \ -S (0) P R*\ */T J . -NE"C0R 2 \ -NR 23 S 
0 2 R 28 , *5J;t>*-NR 23 CONR 24 R 2S ^e,^{i^^<fc-pTam^nTV> 
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5 C 1 ~ 4 7)l*)l, 

(iv)C l~4T;m^> (Cl~4) T)Vn*i/^ -NR 23 COR 2 \ -CO 
R 2 \ -OS0 2 R 2 \ -NR 23 S0 2 R 2 \*.iI>*-NR 23 CONR 24 R 25 ^e, 

5 (v) l~5^©R 30 -eg^tlT43Ds fro^©o%lffl©R 30 tt&TO©l 
^^©Mtsm LT^£ C 3 ~ 7 (D^m^Mm, £fcfcfc 3 ~ 6 M© W 

(vi) l~5m<DR 30 T:WWLZnX^Zft&Z^±mm®:<DC 8~1 5©J£3^ 

10 m^^s 

(vii) -T-Cyc 5, 

(viii) -L-Cyc 6-K -L- (C 3~6 is#U7)l*)l) % -L-CH 2 
- (C3-6^^D7;^l/) \ -L- (C2~4T;i^l/» -Cyc 6- 
2, (Cl~47K*l'» q -Cyc 6-3fre>3Ifcmsa(S 

15 4»n C3~6^^D^;WHil~5fi©R 30 {Cj;oTg^^nTV^^$>5 

(2) (i)7i;^ 

(iiK>^;M-=^X 

(iii) kh'D^> ( C 1 ~ 4 ) T)V^r)K 
20 (iv)C l~4T;i/ndp>> (C 1-4) 7)1>*M Ufctt 
(v)- (C l~47;i*)/» -0-i>i?)K Sfctt 

( 3 ) (i) C 2 ~ 6 7)W-)W 

(a) c 2 ~ 6 

(iii) l~3M©;Nny>m^fc£^Tg&£*vO>5C 1~6 7;WK 
25 (iv^^A 
(v)->D N 
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(vi) -NR 33 R 3 \ 

(vii) -CONR 33 R 3 \ 

(viii) -S (0) p - (Cl~4) 7JU*-M 

(ix) -S (0) P -CHF 2N 
5 (x)-S (0) P -NR 33 R^ 

(xi) -O- (C3~6) 7?)/*-)l>s 

(xii) -0-CHF 2N *fcfc* 

(xiii) C3~7^^n 7»Sil3 U 

R^ttzK*®^ -SO,- (Cl~4) T^^^fctt 

10 C 2 ~ 5 7i/Jl/&&t> U 

R 23 fcfcfcfltlw\ c 1 ~ 4 7 *~))/&1t\±7 ( c l ~ 4 ) ■ t* 

R 24 £<fcVR 2S &^ft^Mii:fcbT> zfcJWK^ C 1~4 7^;K C y c 4 
tfcfcfc (C l~4T;i/^rlx» -Cyc4SibU 

15 R 26 liC l~4 7-;^;i/tfeiiCyc4*^fcU 

R 28 I±C l-4 7^;K Cyc4$fcli- (C1~47;^U» -Cyc 
4 £Slfc> U 

R 29 li7K^^s Cl~4m;K Cyc4tfeli (Cl~4mv» 
20 - C y c 4 £^fc> U 

R M {±C 1-8 7;^;K C 1~8 7;V^^X C l-8 7;PWt % /NO 
Wm=5-, CF 3N OCF 3 , SCF 3 n CHF 2> OCHF 2> SCHF 2> 7k 

^>7/> -ho, -nr 31 r 32 s -conr 31 r 3 \ C2~ 

5T^K th'D^ (Cl~4) 7?V*JK C1~47;V3^> (Cl~ 

25 4) ci~4 7;wt (Cl~4) - (ci~4 

7*;i/^l/» -CONR"R 3 \ -S0 2 (Cl~4) 7)V*)W -NR 23 C 
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* 

0- (Cl-4) T)WW -NR 23 S0 2 - (Cl-4) 7)l*)K 

J)K C3~7©#JUS^ 3~7M©#«^ - (Cl~ 

4 -NR 31 R 3 \ -M- (C3~7CD#^^) £fcl±-M- 

5 R 30 #© C 3 ~ 7 <D&M$imM& ckt>* 3-7 M ©^^3^(i. 1 ~ 5 MOJ^ 

(a) c l ~ 6 7vv^;k (b) c 2 ~ 6 t;i/>t^;k (c) C 2 ~ .6 (d) 

C 1 ~ 6 (e)Cl-6m;i/f^ (f)^Dy>I? N (g)CH 

F 2 , (h)CF3^ (i)-hD, 0)^7 a (k)*^ (i)r^; 

10 Mtt-O-s -S-> C l~47;V=Sfl/X -0- (C1-47;^V» 
- N -S- (C 1 ~ 4 T;i/=3r U » -n - (C l~47;i/*l'» -0-, 

R^iVR 32 ^^**^^ zkfjllw^fcttC l ~ 4 7;^;^Sfc 
U 

15 Cyc2{il~5MOR 30 ^3 t t^Tg^i^TV^S2>$.SV^ii«S^©C3 

Z&-0-, -S (0) p -, -NR 22 -> -NR 23 CO- -NR 23 S0 2 - 
— NR 22 - (Cl~47K*U» - N -S (0) p - (Cl~4mi/» 
20 -> -0- (C2~47,Mrl/» - N -NR 23 CO- (C 1-47;^U», 
£fcfcfc-NR 23 S0 2 - (C l~4T;V#l'» £^ttoU 
pttO, l£fcfcfc2£3tfc>U 

C y c 3 }± 1 ~ 5 m<DR 30 iz «t oTg^^tlT ^ £ 5 V^±&t$l© C 3 
~15om -3i& 2^ fci: =3g©$ffS^ ^fcfi3~15M©m^ 

C y c 4 1± 1 ~ 5M©R 8 nc£oTail£tiT^S#>&S V^£&M&© C 3 
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-1 2©*JBfc4V^JS©J&*J& £fc»3~l 2M©i|i3I&SVM;i;-; 

Ttt-0- N -NR a - -0- (C l-47 , ;V#l/>) -> -S (0) p - 
(Cl~47;i/*l/» £fci±-NR 22 - (Cl~4771/*l/» 

5 t>U 

Cyc5lil ~ 5M©R 30 £ e k^TE&£ftT^£fr&3V , >tei:*ifi&© 3 



10 



15 



1 5Jt0*SIL 



Ltt-0-*fctet-NR»-*at)U 

C y c 6 - 1 fciu iftf 1 flJ&Lfc © R 30 T* fi& * ftT V % 3 7 x -Jl 3; fc tt^ > 

■ 

Cyc6-2ii, l~5i@©R 30 ^<fco-CM^nT^S^SVN{i^g^© 



C 3 - 6 ©#3i&ffiJi£Sfc U 

Cy c 6-3{ix l-5M©R 30 t: t fc■='"tE^^^TV^Si) i $.5V^{i^^^© 
C 7 - 1 5 ©#3I> =M£tc \±EM&&MM*Wd U 

fcfc5£ltJi?fr 6 ^ DJK?* 1 l/t WT * 3 ~ 6 H©¥ 



20 Jg^3*£^fc> U 

■Dtt, (i) mm** mmrn?, wmM^xxmrnm^^m^M 

fc^A, WT % «fc < x * fc3MS»tt 1 ~ 4 M© R 40 T-E^ nx wt «k < > 
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« 

*^bTV^i>I^U^(Cg^bTV^^R 40 (±^ R^EJUSlr&SR 42 *:- 

- (CH 2 ) y - (&$>s y{il~4^t»1" 0 ) -matxrc^ 

R 3 A s ^bTV^5|lll;Ji^(ca^bTV^2.R 40 (i^ R 3 0EtST'ab5R 42 

t 

t-m^^x, - (CH 2 ) y -£7FMbTfccfcV\ 
R 40 i± N (a)Cl-8 7iWK (b) C 2 - 8 7;^-;K (c)C 2 ~8T;i>* 
10 -)K (d)aM^A (e)/ND^>M^ (f)CF^ (g)zKSSx (h)Cl~67 

(i) C 2 ~ 6 r;V^T-;i/^-^r^N (j) C 2 ~ 6 7)\>*-)\/***S^ (k) 

ocf 3 , (i)-s (o) p - (ci~6) t;u=¥-;k (m)-s (o) p - (c 

2-6) TW-fts (n)-S (0) p - (C2~6) m-M (o)C2~ 
57*s)K (p)Cyc9s (q)C l~4T;UrJ=^ (C 1-4) 7;i/3^X 
15 (r)^D$»>JR^ CF 3S 0CF 3 , 7*1^ ^7^, 

-S (0) p - (Cl~6) 7)l*)W Cyc9. :fc<fctfC 1-47^3^ 
(C 1~4) 7 , ;m^^*»6a«*vSaSl*fctt2€Tf«lft*nTV>5C 1 

- 8 c 2 ~ 8 £fci±c 2~8 r;i/^~;i/*tef 

20 2TOR 40 ii^n^)^'^Lrv^5^M©J^ : ?h-^^C^oT^C3~l 5 

©^fH3g£g|fr u £ fc^sifcif?3f£ £ititifcfttt c 1 - 4 c l ~ 

4 7^3*^ C2~5T>>;K S0 2 (C1-4 7;WV) s 7zz;K * 

25 (Cl~4) 7;i/#;i/3fc&j^ft**i~3ffl^Wfe£frtv> 
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Cy c 9(±l~5McDR 41 -eTO^^^TV^5A i fe^V^{±^g^^©C 3~6© 
R 41 &C 1-47;WK Cl~4T;i/H=3rK Cl-4 7;i/^m, CI 

~47-;un^> (ci~4) r;i/^p;w ad^>ji^ cf 3 , 0CF is s 

5 CF 3N 7jc^S, i/T'/s C2~57^;W -S0 2 - (Cl~4) 
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R^fcfcfcjfclg? * fctt C 1 ~ 4 7)V*)]/*m£> U 
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(hr)SOV N 
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(vii) -CONR 33 R 3 \ 

(viii) -S (0) p - (Cl~4) 7)^=.)W 
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(x) -S. (0) P -NR 33 R 3 \ 
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5 >7*S b\ 

(11) (2E) -N- (5-70^6-2-^ h^r^7x^;b7;i/^-;U) -3 
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(17) 2- (5-7x;^f;i/-2- (^-7^i/>-2-'f;^^) 

(18) 2- (5- (4-W7i;^f;i/) -2- (±7*l/>-2- 
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20 h^DT>-2- f;i/) ihdr^) -4- (^*V-;i/-l — r;M 
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-2-7D^>^ N 

25 (4) (2E) -3- (2- (2- (2, 5, 7, 8 -5 1 h5*?)V- 6 - 1 
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5 (18) (2E) -3- (2- (2- Xh^» -4 

- (^V-^- 1 -'(WfM 7i-^) -2-7*n^>^ 
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io -4- — OM^viO 7x-;i/) -2-7*d^.;/& n 
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(65) 3- (2- (2- U 1 — fj]/) -4- 

(66) 3- (2- (2- (1-**7K>K— ;i>-2— f;p) xhdpi/) -4 

- (tf7\/-;i/- 1-< r;M3Sn/) 7i-;p) 7d;i^ 

(67) 3- (2- (2-(^;^7x>-2-^;i/)ih^) -4- (K 

5^/— 1 --r;M^;u) 7i^;i/) 7"d;^E 

(68) 3- (2- (2- (^W77>-2--f;i/) ^ h=^» -4- 

(69) 3- (2- (2- (±7*V>-2— f;i/) xh^» -4- (2-^ 

(70) 3- (2- (2- (^-7^1x>-2-^;i/) xF^>» -4- (tf'J^ 
y-2 — (MZ-is) 7i^) 7*D/'?>^ 

* 

(71) 3- (2 - (2- xh*^) - 4- (t^V 

(72) 3- (2- (2- (i7DT>-2-^;i/) ih^) -4- 

(73) 3- (2- (2- (l-^5=-;W>K-;i/-3-^;p) i h^) -4 
- (t7^-;v-l — OM^;!/) 7*D71>^ 

(74) 3- (2- (2- (^-7^1/>-2-^;i/) xh^) - 4- (4-* 

(75) 3- (2- (4-^;i/-2- (±!7*V>-2->f*;i/) 

S0.-4- (tf^y~;i/- l— 7ir;i/) 7*n;i>^ N 

(76) 3- (2- (2- (^7*V>-2 — xr*^) -4- (2— > 

• ■ 

(77) 3- (2- (2-* h^>-2- (^-7^V>-2->f;i/) ih^» 
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-4- (t:7V-;v- l — 7xz/i/) 7p;s>^ 

(78) 3- (2 - (4-^f;i/-2-7i-M>fmv) -4- (£7 

(79) 3- (2- (4-*3-Jl-2-7^-;i^>^M*i/) -4-7x; 

(80) 3- (2- (2- (^-7^V>-2 --Ol/) -4-7x7 3=- 

^fji/7irji/) 7*D;r^ 

(81) 3- (2- (2- (±7*l/>-2 — (Jl) x^J/) -4-7x-;i/ 

(82) 3- (2- (2- (^-7^1/>-2--l';P) ih^) -4- (N-7 
x ~ ;i/ - N ?)17 ^ 7 ^ 7x-jl/) 7*P/1>^ 

(83) 3- (2- (2- (^"7^1/>-2— f ft/) Jh^» -4- (N-oi 

N — 7 3i—)]/T KJ* 3-)V) 7x-;i/) yu^ym, 

(84) 3- (2- (2- C*-7*l/i/-2— f;i0 ih^) -4- (3- 

7^-;^- l— 7*ntf;i/) 7x-;i/) 7*n>''?>^ 

(85) 3- (2- (2- (^-7^>>-2->T;W) ^h3^» -4- (2-? 

* • 

(86) 3- (2- (2- (±7#\s>-2--<( )V) ochdri/) -4- (3— > 
77 7xy^?;i/) 7x-;i/) 7P71>^ 

(87) 3- (2- (2- (±7^U>-2— ^h*^) -4- (2-p< 

K^>7x7^>^5^;i/) 7x-;i/) 7n^>^ 

(88) 3- (2- (2- (^-7^V>-2— f;W ^h^» -4- (2-* 

^71;^^^) 7x-;b) 7d^>^ n 

(89) 3 - (2- (2 -7i-M -4 -7x;Jr^?;i/7xr;V) 

7d;s>^ 

(90) 3- (2 - (2-7x-;i,xh^» -4 - (£^7"—;]/- 1 — f;M 

893 



WO 03/(116254 PCT/JV02/O8120 

(91) 3- (2 - (4-^^-2- (3, 5-^?;V7ir;i/) ^>3=-;i/ 

-4- (^7^i/-l-^Mfil/) 7i-M 7*D;r^ s 

(92) 3- (2- (4-^^-2- (4-7^0-3-^^71^) 

5 ^>3=-;v*-^» -4- (tf7\/-;i/- 1— i 7x-;i/) rn/i 

(93) 2- (2- (2-7i-;i/xf^» -4 - l— f;M 

(94) 2- (2- (2- (:*-7*l/>- 2-^71') -4- (K^*/ 

io l-'fW^) ^>$^;i/) 

(95) 2- (2- (4 -^?;i/-2 -7i-M> W*S^) - 4- (t:^ 

(96) 2- (2- (4-PWI/-2- (3, 5-^^7i-;i/) ^>^}l> 

-4- (K7\/-;v- l-'f;^^) Sfja«, 

15 (97) 3- (2- (4-**-;i/-2- (4-* h=^>- 1, 3-i?**rVJ> 

(98) 3- (2- (2- (*7*l/>-2— f/b) :nb=^» -4- (3 — > 
20 ( 99 ) 3- (2- (2- (±7*V>-2— f ;U) xhdf*/) -4- (2-^ 

f;i/7ir;i/7 5 7^f;v) 7irji/) 7n;^i N 

(100) 3- (2- (2- (^7*l/>-2-^;i/) J^b^» -4- (b:i> 

^>-3-'f;P7 > $7p<5 1 ;i/) 7x-;i/) 7D;t>^ 

(101) 3- (2- (2- (^W>f 71/7^7) xh^» -4- (b!7^- 

25 ;u- 7x~;i/) 7n^>Ms 

(102) 3- (2 - (2- (7i-^;i/»7^) ^h*^) -4- 
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(103) 3- (2- (2- (N-^ ;i/-N-7i-j^^-;V7^) x 

-4- {X^J-h- 1-^M*7I/) 7x~;i/) 7D^>R 

(104) 3- (2- (2-* hdr^-3-7xy^r^7*D^i/) -4- 

(105) 3- (2- (2-xh^>-3-7iy^>7DW) -4- (tf 

f;M^;W 7s-^) ynn>m, 

(106) 3- (2- (2- (±7*l/>-2-W7l/) -4- (£5 

\7-;i/- 1— -5-^nD7i-;i/) 7nyi>^ 

10 (107) 3- (2- (2- (:J-7*l/>-2—T7l/) x -4- (tf7 

1-^;^^) -5-^h^>7ir;i/) 7n/i>^ 

(108) 3- (2- (2- ("OV^r^./— /U- 1— f7U) xj>=3^» -4 

- 1-4 )]/*?J]/) 7x"jl/) 7*D^>^ 

(109) 3- (2- (4-^71/- 2- (4-7MD-3-^7i-;V) 
15 ^.V^M"*^) -4- (3-^7-y 7xy^^^) 7i-;i/) 7D7N" 

(110) 3- (2- (4-^7l>-2- (4-7MD-3-^^l/7xz;v) 
^>3SN/;r^» - 4 - 7x.;*i/j. fjl/7x-ji/) 7n;i>& N 

(111) 3- (2- (2- (2-;*5VW^W-f 5t?V-7l>- 1— f7U) 
20 ^» -4- {XvV—fr-l-J 7x-;v) 7d^>^ 

(112) 3- (2- (2- {IK-4>W-)1>- 1-4K) xh=^» -4 

- (K7^;-;i/-l-^;Mf;i/) 7x-;p) rn/tvi, 

(113) 3- (2- (2- (2H-^>\/h'J7'\/-;i/-2-^;W xh^) 

-4- (t?5\/-;i/- 1-4 7x-;v) 7n;^^ 

25 (114) 3- (2- (2- (lH-^Wh'J 7V-71/- 1-^71/) x ]^» 
-4- (V^J—JV- 1— f;M?v«0 7x~;V) 7D71>^ 
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(115) 3- (2- (2- ( (3-**;w<W'f;i>) 7^>0 xh^» - 

4- (bT5\/— OMfVlO 7i-M rn;l>i N 

(116) 3- (2- (2- (.(3-* h^>^>^-r;w) 7^^) xh^» 

-4- (k^vt— 1 — r;M ?•;]/) 7i-ji/) ro/i>a% 

5 (117) 3- (2- (2- ( (±7^l/>-2--Y;i/*;i/^n;i/) x 

h=^» -4- 1— r;v*^;v) 7i-^) 7"n>i>K % 

(118) 3- (2- (2- ( (4-* ^>^W^;i/) ^5:7) xh^» 

-4- (t^y-^-l-fW^b) :7:c-;i/) 7*n/i>& N j 

(119) 3- (2- (2- ( (4-^DD^>y-f;W) 7^7) xh^ri/) - 

» 

10 4- 1— IVI/pWI/) 7i-jb) 7*D7i>^ N 

(120) 3- (2- (4-*^;u-2-^>v^f/io^*^>*-;M-3r$') - 

(121) 3- (2- (2- (^-7^l/>-2— xh=^>) -4- (4- 

7t?;i'^7^>-l-'f;Mf;i/) 7:=.— ;v) 7urt>WL 

15 (122) 3- (2- (2- (^-7^U>-2— xhdpi/) -4- (^ 

(123) 3- (2- (2- (4-*^;i/^>V r -1';i/7'^y) xF^» -4- 

(K7\/-;i/-l-<;Mf;i/) 7iz;i/) 7*D;r/i, 

(124) 3- (2- (2- (±7*u>- 1 i( 

20 $✓) -4- (\£?y—Ar- 1-4 Mf-fU) rn;^!, 

(125) 3- (2- (2- (2-^>^;v*;v^-;i/^^y) x^>» -4 

(126) 3- (2- (2- (2-*^;^>y-r;u7 > ^y) xh^) -4- 

25 (127) 3- (2- (2- (a-^DD^^^U) xh^» -4- 

f/M*-;i/) 7ix;|/) rD^i/^ 
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(128) 3 - (2 - (2 - (2-* Y^-i/^yJ^OVT^J) x|^^» -4 

(129) 3- (2-7i-AA;wf'f;Mh*^-4 - (t^^-;u- 1 - 

4)V*2-JV) 7x-;u) 7n;i >JSU 

(130) 3- (2- (±7^V>-1— i )H})W^<i)]/* h=^» - 4- (^ 

(131) 3 - (2 - (±7#l/>-2 — 4 fr-hfrrt^-i hZ-is) - 4- (tf 

♦ 

(132) 3- (2- (3-71-;^^^) - 4 -7 x;^?JI/7 x 

(133) 3- (2- (4-7xr:;i/7*hdpi/) -4-7i;^f;i/7i= 

(134) 3- (2- (2- (^7*i/>-2—01/) ^h^» -4- (4- 

*f-ju\£«?p>- 1 — r;M^;u) 7i-ji/) rn;^®, 

(135) . 2- ( (2- (2- {±79V>-2-' *-h*is) -4- 

(136) 2- (N-pWI'-N- (2- (2- (^7^1/>-2-^;V) x h 

_ 4 _ 1— r;M^;u) T'sv) m % 

(137) 2- (N-pt^b-N- (2- (2- (^7^ U>- 2 x h 
_ 4 _ (^7vT_ ;u- 1 -> f/M ?■;]/) 7**7) IMfc x 

(138) 2- (2- (*7*l/>-2— f;i/) ih^) -4- (tf^^-;i/ 

(139) 3- (2- (2- (^-7^L/V-2 -l';U) x }^» -4- (t'j 

(140) 3- (2- (2- (^7*l/>-2—f;i') -4- (?-7 

^-;i/-2->r;^§7p<^;v) 7x-;v) ru^>m, 
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(141) 3- (2- (2-^^DA^>M^>xh^) -4- (K7V- 

)]/- l-Jiitm) 7x-;i/) yuj^ym.. 

(142) 3- (2- (^>^;i/£;w^;M -4- (t:9\/-;i/- 
l— - r;M5^;v) 7i-;i/) 7*n;i>^ 

5 (143) 3- (2- ( (l-7i^;i/x^i/) vb;ww;M h3^» -4- 
(tf7\/— 1— 7xr.;i/) 7u^>^ 

(144) 3- (2- (2- (3-^DD^>^;i/7^) ^h^) -4- 

(145) 2- (2- (2 - (±7*V>-2— f;P) ^h^r^) -4 - (tf^ 

io v/ — l — Y;M5=-;W ^>^;i/5j-^r^» ffi& 

(146) 3- (2- (2- (l-^V-l, 2, 3, 4-fh7tKD-fV 

^•j>-2-f^) ih^) -4- (^^^-;i/-i—f ;m^;v) 7 

(147) 3- (2- (2- (±7^1x>-2 — r;iO -4- (2- 

15 (tf^V—^— 1 — r;i/) x^;i0 7x-;v) 7n;i>i, 

(148) 3- (2- (2- (^7i>-2-'f;i/) xb*$/) -4- (fcT7 

(149) 3- (2- (2- (W7i>-3-f^) xb=^» -4- (t^ 

20 (150) 3- (2- (3-^7n^>;i/ra#^^) -4- (1:5*/— 

(151) 3- (2- (2-7x^=3p^h^^) - 4- (tr^v-;i/- 1 — r 

7n;i/) 7n;^f> 

(152) 3- (2- (2- (N-^^;V-N-7x-;vr^y) - 

25 4- (tf^V^— f/M*vnO 7x-;i/) 7n/i>^ 

(153) 3- (2- (2-7x-;Poih^>» -4- (3-W7x;^>> 
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7x^1/) 7D/1>S, 

. (154) 3- (2- (2-7x-;uxh*;>) -4- ( 2 -7DD-4 

(155) 3- (2- (3-7i-;V7n^i/) -4- (t^\/-;i/- 1 

5 7x-;i/) 7*dm>^ n 

(156) 3- (2- (4-7x-;V7>^» -4- (t7y-;i/- 1 ;v 

(157) (2E) -3- (2- (2- (2, 5, 7, 8-^7^7^-6- 

> 

tFD^>^DY>-2-^f;v) -4- (-f^/-;i/- 1--T 

io 7ir/i/) - 2 -7o^>^ N 

(158) 3- (2- (3, 3-J''7i-;i/7 , D*^) -4- (t^7^-7U- 

l— tnttf-ju) y^-)]y) yuniJBu 

(159) 3- (2- (2- (N, N-^7x-;V75 7) xf^) -4- 

15 (160) 3- (2- (2- (4-7x^^7^>-l-f;V) ih^) 
-4- (tf7\/-;i/-l— iMf-JV) 7x-;u) 7D/i>i, 
(161) 3- (2- (2- (4-7x^-1, 2, 3, 6-rh7hf'Dlf 
1 — T/l^) xb^» -4- (tf^y-;i/-l— fWf;i/) 7 x 

20 (162) 3- (2- (2- (4-7x-;i/tf^U^>- 1— r;i/) ^h*$/) 

-4- (^7^-/l/-l-^/Mf/V) 7xr/V) 7*P^>^ 

(163) 3- (2- (2- (7x7^>-10-^;V) ^Y**s) -4- 

7U- 1— f)M ?■)],) 7x-/l/) 7*0/1^ 

(164) 4- (2- (2-7x^;Uxb=^» -4- ( 3 ->>7V 7x7*$/ 
25 ^l/) 7z-jl/) 7"*>& N 

(165) 4- (2- (2- (±7*1^-2-- x^^» -4- (3- 
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(166) 2- (2- (2- (±7*]/>-2-' ())/) xh=Sr^>) -4- (t?7 

(167) 3- (2- (2- (2-**;w$*v-;i>- 1— (ju) xh^» 
-4- 1— i 7i-;v) rD;i>^ 

(168) 3- (2- (5-7zx;K>fM^» -4- (t?5\/— 71/- 1 

♦ 

(169) 3- (2- (3- (N-^^-N-7x-;i/7U) 7*D^$/) 

-4- (K7V^-;p- i-*f;k?wi0 7x^;v) 7 , d/i>e 

(170) 3- (2- (2- (N-x^V-N-7x-;V7^7) ^h^» - 

(171) 3- (2- (2- (N- (2-tKQ^x^) -N-7ir;V7 

^h^s/) -4- (if7y-;i/- r;M^-;v) 71^) 7d;-< 

(172) 3- (2- (2- (3- (t^»;^>-l— Ol/) 7xzjl/) xh^r 

- 4- ( »/— ;i>- 1— ni?) 7x=;v) 7*d^>& n 

(173) 3- (2- (2- (3- (^;i/^'J>-4--r;i/) 7ac-7l/) 

■ 

i/) - 4- (t^y— — c;i/^^;u) 7i-;v) 7n/t>^ 

(174) 3- (2- (2- (:J-7*l/>-2— f;u) xh=^» -4- (£5- 

(175) 3- (2- (2-tKD*S/-2- (±7* V>-2 — /7l0 
SO -4- (3 -SO* 7 7i7dr^5 L ;i/) 7x-;i/) rp/i^tt* 

(176) 3- (2- (2- (1, 2, 3, 4 h 5 k h*D^ V*7 U >- 2 

-^r;i/) x.h*tO -4- (^7y-;i/-i-'f;Mf;i/) 7x-;v) t"d 

(177) 3- (2- (2- (9-^f\>u£;wrt/~;i'-2->r;i') xh^» 
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-4- f;M^)' 7X-^/) 7*D^>^ N 

(178) 3- (2- (2- (3- (4-^5 t ;i/K^7^-l-' f*) 7i- 

;u) xi>^) -4- (tr^^— 7x-;i/) 7d;^> 

Sfcs 

5 (179) 3 - (2 - (2- (3- {A-T^H/V^Vy- l-j )V) 7x 
—)]/) xh^ri/) -4- (K7y-;i/- 7^;i/) 7*n;i 

(180) 3- (2- (2-7x^;i/T^y^h^r^) -4- (t7^- 1 
10 (181) 3- (2- (2- (^7*l/>-2 — Ols) xh^) -4- (N- 

(182) 3- (2- (2- C*"7*l/>-2— f/l>) xh*^) -4- (N- 

(183) 3- (2- ( (7^7^l/>-l — oioWiO *;wt^e-f;i/) -4- 

15 (2-^fJl/7iy^f;i/) 7xr;i/) 7*D>' > ?>^ 

(184) (2E) -3- (2- ( (±7* w-i-> om^v) *;w^>f 

-4- (KJV-^-lr'f^^) 7i-;i/) -2-7*D^>^ 

(185) 3- (2- ( (7 u 7^i/>-i—f;i/^7 c ;i/) *;w*e-f ;i/) -4- 
(tf7\/— 7i-;i/) T*n/1>®, 

p 

20 (186) (2 E) -3- (2- ( (7^7* U>- 2 — f )V*f-JU) 

-4- f;Mf;i/) 71^) -2-7*n^>^ 

(187) (2E) -3- (2- (N- (±7* 2 — -OMtSN/) -N- 

^5=-;i/*;w^>r;b) -4- (K^y— l-jWf-M 7i-^) - 

» 

2-7D^>^ 

25 (188) (2 E) -3- (2- ( (±7* 2 — f *;W*E-f 

-4-7z;^>^f;i/7xz;i/) -2-7*D^>^ 
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(189) (2E) -3- (2- ( (±7*l/>-l— f/M^-;iO *;W^-f 

(190) 3- (2- ( (^-7^i/>~i-w;M5 t ;b) *;ww;u) -4- 

5 (191) (2E) -3- (2- (1- Ol/) x^;V) 

(192) 3- (2- ( (t7^l/>-l-^f;W^) iJJW^n/) -4- 

(2, s-^^?!;^^^) 7i-;i/) rn;t>|, 

(193) 3- (2- ( (±7*1/7-1 — (Mm) iUWI^JU) -4- 

io (2, 5-^DD7i/'^f;i/) 7i-;i/) 7"D;i>i, 

(194) 3- (2- ( (^-7^i^>- 1— r a^ww/io -4- 
(2-^nn-5-^^;i/7x^ir^5 : -;u) 7i^) 7*0^7^ 

(195) 3- (2- ( (3-^3^-1- (^-7^l/7-l-^;i/) 7^;i/) 

j^wtc^iO -4-7i;^^7i_;i/) 7d;^>K, 

15 (196) 3- (2- ( ( 1 1 - (±7*77- 1 — f^) x±;i/) 

*;u/^-r;i/) -4-7i;^f;i/7ir;i/) 7*d^>|| n 

(197) 3- (2- ( (±7*U7- 1 — r;M^;i/) *;w^E-f;iO -4- 

(2, 6-^?;i/7i/'^^f;i/) 7i-;i/) 7dM7&, 

(198) 3- (2- ( (±7*]/>-l-<<jv*rfr) jb;w^;i/) -4- 

(199) 3- (2- ( (±7*1/7- l— r;^^) -4- 

(3-^7;7i7^f;i/) 7i-;i/) 7n;l>K, 

(200) 3- (2 - ( ( (ir) -1- (±7*77- 1— r;v) * 

;w^;i/) -4-7i7^rJ/^f;i/7ir;v) 7*n/i7& N 

25 (201) 3- (2 - ( (1- (±7*77- 1—fJV) 7UV)l) *;W*E>f 

;i/) -4-7zy^^;i/7i^;i/) 7*n/-?7^ 
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(202) 3-(2-(((lS)-l - x^) * 

7W*^;i/) -4-7x.y^^p<^;i/7x-;i/) 7*1371 >R N 

(203) 3- (2- ( (1- (±7^i/>-2-> f;u) x^;u) *;wt^>r;i/) 

5 (204 ) 3- (2 - ( (4-* Y*S/1-79V>- 1 -'f 7M3 r -7I/) *;Wt*e 

-T7U) -4-7x;^f;i/7i^) 7D71>^ 

(205) 3- (2- ( (^*7^l/>- l— r;M5^;i/) *;w^-f;u) -4- 

(206 ) 3- (2- ( (i-7*l<>- \-4 )]/*?-))/) *;wt^>r;i/) -4- 
io (2-^wi/7i;^f;i/) 7i^v) 7*0/1 

(207) 4- (2- ( (3 1 - {±7*v>- 1 — r;i/) 7>;i/) 

*;w^-f;i/) -4-7i;^^7xr;v) 7*^>K % 

(208) 3- (2- ( (4-7MDt7n>-l-'f;Wf;i') #7WTE 

* 

15 (209 ) 3- (2- ( (^'j>-4H;Mf;i/) *;wt^f;i/) -4-7 

(210) 3- (2- ( (3-PW1/-1- (±7*l/>- 1— Ol/) 7*^-71/) 

i 

*;wt^e^;i/) -4- (t^V-71/- 7z-;v) 7d^> 

20 (211) 3- (2- ( {±7$V>-1-' f;Mf\N/) *;wt^-f;i/) -4- 

(212) 3- (2- ( ( ^-7 * V >- 1— f 71/^^71/) £7W1^7U) -4- 
(2-t7DD7x7^^>^5 1 7W 7z^V) 7*D71>^ N 

(213) 3- (2- ( (3-^^-1- (^7*b>- 7>7l/) 
25 *;W^>f;i') -4 - (t:U^>- 3-^7^^^^ 5^71/) 7x^7V) 7D 
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(214) 3- (2- ( (t7^l/>-l-^f;Mf;i/) tiJW^jv) -4- 

(2-*;k;P7x7*$oW!/) 7x-;b) 7*0^ 

(215) 3- (2- ( (^7^l/>-l-^;M^;U) *;wt^;i/) -4- 
5 (216) 3- (2- ( (3-p<^;i/-l-7xr:;i/75 : -;i') 3b;wve-f - 

(217) 3- (2- ( (^7* -4- 
(2-7'-lr^;i'7^7 7x7^^^^) 7x-;i/) yuji>m, 

(218) 3- (2- ( (±7*>>- l — f;M^-;i/) -4- 

10 (2-,* h^>7x7*^^;i/) 7i-M 7DM->^ N 

(219) 3- (2- ( (^7* vy- 1 —r;M^;b) *;w\*^;i,) -4- 
(2-^h^^f;i/7x7^f;i/) 7i_;b) 7d;i>^ % 

(220) 3- (2- ( (3-^5=-;U-l- (4-^ ^i/7i-^) 7^;i/) 

-4-7x7^r>>^^;i/7x-;i/) rD;t>^ 

15 (221) 3- (2- ( ( (1R) -1- (i-ytuy-l-JK) x^;i/) * 
JW^jjU) -4- (ty^>-2-^;io*=^>) 7xrji/) 7D;^i, 

(222) 3- (2- ( (3-^5Mb- 1 - (4-7MD7i^) 7^;V) 

(223) 3- (2- ( (4-^^7iz;|/) 7^;U) # 

20 ;i/;\^e-f;u) -4-7i;^^7i^) 7n;t>^ N 

(224) 3- (2- ( (3-^^-l-7iz;i/7f;i/) *;w*fc-f;iO - 

* 

* 

(225) 3- (2- ( (3-^^Jl~l-y^-)i^jv) *;wvE-f;i/) - 

4- (ir>;^>-4— <;^^r^p<^;i/) 7i-;i/) 7d;^>^ n 

25 (226) 3- (2- ( (l-7i^;Hf;i/) -4-7x7^ 

^^^P7ir;i/) 7*n;i>^ 
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(227) 3- (2- ( (3-^f-;v-l-7xr;i//f;i/) *;wt^-Oi/) - 

(228) 3- (2- ( (3-^;ki-7x-;^^) *;w^;W - 

5 (229) 2- (2- ( (3-^;U-l-7o:-;i^;U) A;W^;p) - 

(230) 3- (2- ( (l-7i^rot;i/) *;w^-f;i/) 

(231) 3- (2- ( (l-7x-;i/75 1 ;i/) ^W^-fVlO -4-7i7-f 

io i/^fji/7x-;b) 7*n;i>i N 

(232) 3- (2- ( (3-^^-l-7x-A7^) *;W^;iO - 

4- (try 2-^*-*^ *■;!,) 7x-;i/). :rn;i>^ 

* 

(233 ) 3- (2- ( (8-^f^-l-7xs^7^) *;WWE-f;t/) - 

15 (234) 3 - (2 - ( (3-^^-l-7xr;^) jb/WE-f*) - 
4- (2-^^;nrys?>-3— T^^s/^^) 7i^) 7o;^i, 

(235) 3- (2- ( (3-^?;i/-l-7x-;i/7^) *;i//^>f;i/) - 
4-7i-;^Wl/7i-j[/) yurtisWu 

(236) 3- (2- ( (3-^^-l-7x-;i,7^) *)W^)V) - 

(237) 3- (2- ( (3-^f;i/-i-7x-;i/7f;i/) - 

Us 

(238) 3- (2- ( (2 -SX^D7 , D^;i/-l-7x^X^;i/) 
25 -4-7x^W^7xrA) 7'D^>R 

(239) 3- (2 - ( (3-^^-l-7i=^^) )],) - 
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4- (2-^1,7x7*^^;!,) 7x~;u) 7D;t>R 

(240 ) 3- (2- ( (3-^^l/-l-7x_;v7^) *;w^;p) - 

(241) 3- (2- ( (3-^f;i/-l-7x-;^) 3b;w^;u) - 

5 4- (2-t Kp^^x^^?^) 7x^) 7P/1>^ N 

(242) 3- (2- ( (2-7x-;VJ^) HjJW^^JI) -4- 7l ;^ 

(243 ) 3- (2-^>i;;i/*;wt^;i / -4_ 7x</ ^>^^; l/7x - ;l/) 
7*p;1>^ n 

10 (244) 3- (2- ( (3-^;Wl-7x^-3-7r^) 

(245) 3- (2-7 x - ;^;i//^>f ;i/-4-7x7^i/^f ;V7 1 - ;i/) 
7*D^>g x 

(246) 3- (2- ( (3-*>;i/-i- (4-hi;7;vtn^^7x^) 

15 7^A) -4-7x7^^7i-;i.) 7d;1>1, 

(247) 3- (2- ( (4-xh^ 7 x^) 75=-;i>) 

(248 ) 3- (2- ( (3-^;i/-l- (3-*5VU7:c-;iO 7^;b) * 
^M^-f;^) -4-7xy^^^ 7zr ;i / ) 7P^>^, 
20 (249) 3- (2- ( (3-***-l- (3-^DD7x^) £ 
;w\'^^;i/) -4-7x7Jp^^ 7l -;v) 7P^^>^ 

(250) 3- (2- ( (3-^;b-l- (4-7PP7x-;i.) ± 

JW^JV) -4-7x7^^^ 7l - ;l/ ) rp^>m> 

(251) 3- (2- ( (3-^;U-l- (3-hij7MD^^7x^) 

15 Zjw^jv) - 4-7 i; *^5^7 xr;H 7p/s>^ 

(252) 3- (2- ( (3-^5SH/-l- (3-7D0-4-7;VtD7x- 

906 



WO 03/016254 PCT/JP02/08L20 

« 

(253 ) 3- (2 - ( (3-*f-)V-l- (3-7MD7ir;i/) 7*9=-;i/) 

-4-7xydr^^7^n;i/) 7n;s>^ 

(254) 3- (2 - ( (3-^^;i/-l- (3, 4, 5-h'j7;i/tn7x- 

5 ;u) 7?-;i/) *;wN*^e-r;i/) -4-7i7W^;i/7i^i/) rn^^ 

(255 ) 3- (2 - ( (3, 5-¥hV7Jl/*V*?-}l/7 

x-;u) 7?-))/) -4-7xy^$/*?-;v7x-;i/) rn/t 

(256 ) 3- (2- ( (3-^^-1- (3-^h^7i^l/) 7>;i/) 

io *;w^-r;i/) -4-7x;^^^7xr;p) 7nx>^ 

(257) 3- (2- ( (3-*3-jv-i- (4-^;V7x^;i/) T^t/) * 

(258) 3 - (2- ( (3 -pWV- 1 - (4-75^V7x-;i/) 7*^;v) * 

< 

15 (259) 3 - (2- ( (3-^^;V-l- (4-7MD-3-/^V7x- 
(260) 3- (2- ( (3-^^;W-l- (3-7;i/^-p-4-^ h=3f>>7x 

— jv) 73-)],) j^wt^-f/i/) -4-7x;^f;i/7x-;i/) 7*n>K> 

20 (261) 3 - (2 - ( (3-^Wl/- 1 - (3-7;i/tD-4-^Wx- 

;v) 75=-;u) *;w^-f;w) -4-7x;#^^7x-;i/) 7*0;^^ 

(262) 3 - (2- ( (3 -pWP- 1 - (4-70D-3-7MD7ir 

;v) 7^;p) -4-7x7Jr^f;i/7xr;i/) 7*D;i>g, 

(263) 3- (2- ( (3-^^;V- 1- (4-7MD7xr;i/) 7>;i/) 
25 *;W"WE-f;i/) -4- (2-^^;i/7x7^f;i/) 7xn;i/) 7*D^> 
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(264) 3- (2- ( (3-^^-1- (4-7MD7i-;V) 7* At) 

« 

(265 ) 3 - (2 - ( (3-^7U-l- (4-7WD7xzjl/) 73=-;i/) 
5 itW^JJU) -4- (2 h*$/7x7=^>^7l/) 7ir;i/) 7D^ 

(266) 3- (2 - ( (3 1 - (4-77l^n7x-;i/) 

£;w\*^7iO -4- (3-^7i;^f/v) 71-/1/) yu?^y 
Ms 

< f 

10 (267) 3- (2- ( (3-*?jV-l- (4-7MD7 x^;i/) 77-71/) 

*;w\*^-<;b) -4- (2-^nn-5-^Wi7^f;v) 71- 

(268) 3- (2- ( (3-^^-1- (4-7Jl/tD7irjl/) 7^71/) 

*;w^-f;i/) -4- (try^>-3-< ovttfjim/) 71-/H ro 

15 

(269 ) 3- (2- ( (3-^7l/-l- (4-7/VtD7i^l/) 

#;w\^e-f 71/ ) -4- (t7^-;v-l—f;^f;v) 7x-;u) 7uji> 

(270) 3- (2- ( (3-^^)1-1- (A-t-73-)\s7*-)\s) 7>7U) ' ( 
20 #71/^^71/) -4-7x7=irS/^3 : -;i/7xr:71/) 7n/l>^ N 

(271) 3- (2- ( (3 1- (2-p< h*^7i-/l/) 7^710 

-4 -7x7 ^^f^7i^) 7d^>^> 

(272) 3- (2- ( (3-^5=-7l/- 1- (4-7/l/tO-2-^f/l/7x- 
7b) #;W\*^7I/) -4-7x^^^5=-71/7oi-71/) 7"D;t^ 

25 (273) 3- (2- ( (3-^f-?l-l- ( 3 -X?-;i,7 x-7V) 7?"7l>) * 
7W^^7b) -4-7x7^ri/p<f-7l/7x— 7V) 7n;1>^ 
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(274) 3- (2- ( (3-^^-1- (3, 5-^f;i/7i-;i/) 7> 

)V) #;ww;i/) -4-7jcy^->^5 : -;i/7i^;i') 7p/s>^ n 

(275) 3- (2- ( (3-^^^-l- (3, 5 -PA^JV- 4 h*-> 

7x-;i/) 7^;i/) ^w^-T^) -4-7i;+Wf;t/7irjv) rp 

5 

(276 ) 3- (2- ( (3 1 - (5-p?^;V-2 -^ h^7i- 

;iO 7^;!/) *;w^-r;i/) -4-7i;^^7x^) 7*d^>^ 

(277) 3- (2- ( (3-^5=-^- 1- (4-7D^7i^) 7^;V) 
10 (278) 3- (2- ( (3-^;i/-l- (3-h'j7;VtD> h^7i^ 

;iO 7^;u) 'A/we-f;iO -4-7i^Wf;v7i^) 7n;i>i, 

(279) 3- (2- ( (3-*?-;i/-l- (3— <V7otf;i/7i-;i/) 7^ 

;u) *;w^^r;i/) -4-7iy^?;i/7z^) 7*p;i>^ 

(280 ) 3- (2- ( (3-^^;i/-l- (3-^fV70t;i/t^>7ir:;V) 

15 7f-;i/) *;w?^-f;i/) - 4 -7x7^>;*3Sn/7x:=.;i/) 7p^>^ x 

(281) 3- (2- ( (3-^^-1- (1, 3-5>**iM>*>-5- 

7^;io a^ww/u) -4-7i;^^7i^) 7d;^> 

(282) 3- (2- ( (3-^?-;i/- 1- (4-7D*^>7iz;i/) 

20 #;i//^-f;i/) -4-7oiy=3ps/^5 L ;i/7x-;i/) 7p/s>& x 

(283 ) 3- (2- ( (3-^;U-l- (2-7;i/^"P-4- h V7fr*u 

*m-7x.-)\/) 7?-)]/) *;w^-f;i/) -4-7x7=3p^^;i/7x-;i/) 

7P^>^ 

(284 ) 3- (2- ( (3-.*:7Vl/-l- (4-hU7;i/^-P^ h^^7x- 

25 7>;iO *;w^-r;i/) -4-7i;^Wi^) 7p/i>^ n 

(285) 3- (2- ( (3-^^-1- (2, 5-^h^7iz;i/) 7* 
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(286 ) 3 - (2 - ( (3-^^-1- (1, 4-^W*;WV-6- 

5 (287) 3 - (2 - ( (3-^5 L ;i/-l-(4-^7MO^h^7xr;v) 
(288 ) 3- (2- ( (3-^f-;i/-l- (3, 4, bdr>>7i- 

y^jv) *;w^>f;i/) -4-7iy^^7ix;i/) :7D,>1>^ 

(289) 3- (2- ( (3-^^- 1- (2-i7DD-3, 4-S>* h=^> 

io 7ir;i/) 7m) jb;wt^-f;i/) -4-7x;^f;i/7i-ji/) t*d 

* 

(290) 3- (2- ( (3-PWI/-1- (4-fV7^7ir;i/) 

^w^E-iVi/) -4-7x7^^71-^) yu^>m, 

(291) 3- (2- ( (3-^^-1- (2-7;i/^"D-5-h 'J 7MD 

15 ^^1/7x^1/) r^;i/) *;w^-f;i/) -4-7x;^f;i/7x^) 

(292) 3- (2- ( (3-^5=-;U- 1- (2-7DD-6-7MD7x- 

-4-7i;^^i/7i-;v) 7n;^g N 

(293) 3- (2- ( (3 -^5=-;b- l - (2-^nD-5-h'j7;Wn^ 

20 f-jiz? ^-ji) £;w\*^-f;u) -4-7i;^f;i/7x-;i') 

(294) 3- (2- ( - (2-7MD7x^) 

*;w^-r;i/) -4-7x;^^7xr;i/) 7*n/s>^ 

(295) 2- (2- ( (3-^^-l-7x-;i/7f;i/) *;w^-f;i/) - 

25 4- (2-^f;V7x7^^) 7x7^) IMU 

(296 ) 2- (2- ( (3-^f^-i-7x-;i/7f;i/) A;w^-r;p) - 

* 
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4- (2-^h^7x;^^)' 7*;*P) INR > 

(297) 3 - (2 - ( (3-pWl/-l- (4-7-fef;i/7^7i-;i/) 7* 

(298) 3 - (2- ( (3-^^;i/- 1 - (3-7MU-4-hV7MU 

7n/i7^ N 

(299) 3- (2- ( (3-^^-1- (4, 5-^h^>-2-7jVt 

D7xn;v) 7f-;i0 jbjwt^A) -4-7xy*$/.*f';i>7xr:;i/) 7 

10 (300) 3- (2- ( (3-^^)1-1- (2-7;i/tD-4-^h^>7i 

7^;v) mu/i^'fju) -4-7i7^5 i ;i'7x-;i/) 7d/i> 

(301) 3- (2- ( (3-^^V-l- (3, 4-^7;VtD7i^l/) 7 

*;wrE-f;i/) -4-7xy3^>^3 : -;i/7x-;i/) 7 , d;'!>^ 

15 (302) 3 - (2- ( (3-^;i/-l- (4 h*^- 1 , 3 -^^f- 

* 

-r>^>-6-w;i/) 7^;i/) *;w^-f;i/) -4-7i;^fji/7i 

7n;i>^ 

(303) 3- (2- ( (3-*m-l- (3-zh^rJ/7i^) 7^;i/) 

*;w^^;i/) -4-7i7^f;i/7i-;i/) rn/^g, 

20 (304) 3- (2- ( (3-^^-;V-l- (4- h U7;i/^-D^^;i/?-2f-7a: 

7>;u) -4-7i;^^i/7i^) 7d;^ 

(305) 3- (2- ( (3-^^-1- ^>7xr:;i/) 
75VI/) *;wt^;i/) -4-7i^^f;i/7ir;i/) 7"D;t>^ 

25 (306) 3- (2- ( (3-^^)1-1- (2, 3, 5, 6 h?7MV 

7i^) 7^;u) *;w^>f;i/) -4-717^^^^1/71^) 7d 
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(307) 3- (2- ( (3-^3V!/-l- (2-h'j7;i/tD^^;i/7x-;i/) 

(308) 3- (2- ( 1 - (2, 5-^7;i/tD7i-;i/) 7 

(309) 3- (2- ( (3-pWl/- 1- (2-7;i/^l-D-5-^ KJ/7x 

(310) 3- (2- ( (3-^^;i/-l- (3, 4-^f;i/7xr;i/) 73- 
10 ;u) -4-7^;*is*?-ji>7*-}]/) 7"u?^y^ 

(311) 3- (2- ( (3-^^;i/-l- (2, 4-^>'7MD7xr;i/) r 

(312) 3- (2- ( (3-^;b- 1- (2, 3, 6-h'j7MD7xr 
15 (313) 3- (2- ( (S-^^^-l- (4-7DD-2-7MD7x- 

#;w^w;i0 -4-7x7^f;i/7xz;i/) 7n;i>i, 

i 

(314) 3- (2- ( (3-^^;U-l - (2, 4, 5-Fij7MD7x- 

;i0 *w*e<{fl/) -4-7x7^f;i/7i^) :rn^>^ 

(315) 3- (2- ( (3-^^-1- (2, 3-^7jl/t07x^) ^ 

20 *;wt^-f;i/) -4-7 ^j**/ * 3-^7^— M yuAywt^ 

(316) 3- (2- ( (3 1 - (2-7DD-4-7;VtD7 x- 

;u) *;w^^;i/) -4-7xy^^7i^) 7*n/i>^ 

(317) 3- (2- ( (2, 4, 6-hU7.;i/tD7x- 
;i0 -7~m) XjW^JJl) -4-7x7^5 L ;i/7xz;i/) '7*n;l>R N 

25 (318) 3- (2- ( (3-*5Mi/-l- (2, 3-^f^>7xz;v) 7 

f-;i/) #;w^-f;i/) -4-7x;^^7xr;v) 7n;^>i, 
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(319) 3- (2- ( 1 - (4-^;i/7V7i-;i/) 7* 

(320 ) 3- (2- ( (3-*?Jl/-l - (2, 3, 4, 5, 6-«.>#7))/ 

5 tujvsW* 

(321) (2E) -3- (2- ( (3-^^-1.-7x^7^) *;Wt 

(322) 3 - (2- ( (3-^^-1- (4-^^71-^) 7*3^U) * 
10 (323) 3 - (2- ( (3-*3SM/-l- (3-7MD-2-^^7x- 

;v) 7^;v) jb;wi^-f;iO -4-7xy^?;i/7iz;v) rn/^B, 

(324) 3- (2- ( (3-^^-1- (2, 3, 4- hV 7MU7 iz 

7^-;i/) #;ws*^;u) -4-7i;^^x-jv) 7 , D^>t s 

(325 ) 3- (2- ( (3-PWI/-1- (4- (tD'jy>- 1— r;i/) 7 

15 t*^^) */WTC<f;iO -4-7x;^f;i/7ir;i/) yu^ 

(326) 3 - (2- ( 1 - (4-^5 t ;i/7^7x-;0 7 

*;w^-r;u) -4-7x;^f;v7ir;i/) 7o;^^ 

(327) 3 - (2- ( (3-*3SH/-l- t4-P*f-JV7$S-2-* 

20 >>7x-;i/) 7^;i/) a;w^E^;i/) - 4-7i; dri/^;i/7x-;u) 7 

(328 ) 3- (2 - ( (3-^^-1- (2, 4-^p< $/7x:z;U) 7* 

*;wt^e-r;i/) -4-7x;^^7x-;t/) 7"d/i>|, 

(329) 3- (2- ( (3-*f-JU-l- (4-7h^7x-;i/) 7>;i/) 
25 7J;W\*^E>r;V) -4-7x7dr^^;i/7x-;i,) 7*P^>^ 

(330) 3- (2 - ( (3-^^-1- (4-xF^>-3-^ h^>7x 
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7?)]/) *;w\*^-r;i/) -4-7x7^>;^;t/7xx;i,) ya^> 

(331) 3- (2- ( (3-*?fr-l- (4-fV7 , DW^7zz;v) 

7>;i>) *;w^>r;i/) -4-7xy^r->^5 : -;i/7i^;i/) 7*n^>^ s 

5 (332) 3 - (2 - ( (3 -^;i/-l- (3, 4 -5>x h df^7 i-Jl/) 7* 

?-;iO ^wve-t )i) -4-7x7 3=-$/^;i/7xx;io rDM^ 

(333) 3- (2- ( (3-^;i/-l- (2, 3, 4-h'J^h^>7i^ 

)]/) *;w^-r;u) -4-7x;^f;i/7i_;i/) 7d^>^ 

(334) 3- (2- ( (3-^3S>l/-l- (2, 4 h^>- 3 -.*5Srt/ 

io 7i-;i/) 7m) #;wt^;i/) -4-7i;^f;i/7i-;i/) 7*o 

(335) 3- (2- ( (3-^^-1- {&*y^y-2-4)V) r^P) 

*;w^^;u) -4-7x;^^^;i/7i-;i/) 7*n^>^ 

(336) 3 - (2 - ( (3 -^^-1- (2, 4, 5-f^h^7xZ 

15 ;i/) 7^;i/) jtuw^jfr) -4-7x^^f;i/7xr;i/) rn;i>is 

(337) 3 - (2- ( (3-^;i/-l- (3-^Wt7x>-2-'f;V) 
7^;i0 #;W"^E-r;i/) -4-7x7=Jf^.?<?-;V7xx;i/) 7*P>'1>^ 

t 

(338) 3- (2- ( (3 1- (2, 3 -^3=-;i>-4-^ 
7xrz;i/) 7*5^1/ ) fc^t^/lO -4-7x7^^f;i/7xr;i/) 7*D 

20 ;t>^ 

(339) 3- (2- ( (3-^5\U/-l- (2, 5 -^^-4-^ h**> 
7x~;u) 7^;t0 *;w*E-f;i/) -4-7r7^Wxr;i/) 7*D 

(340) 3 - (2- ( (3-PWI/-1- (4-^ h^>-3-^Wx- 

25 )v) *;wt*-f^) -4-7x;^f;V7x-;p) 7*n^>&> 

(341) 3- (2- ( (3-PW1/-1- (5-^W7>-2--f;i/) 7* 
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(342) 3 - (2 - ( (2, 4-^ih^-3-^^ 

5 (343) 3 - (2 - ( (3-^^;u-i- ( 1 ^tT D -;i/- 2 —Ob) 

(344) 3- (2- ( (3-^;i/-l- (4-^;u^7^-;b) 

(345) 3 - (2- ( (3-*9-)V-l- (3-h ij7MD^ Wt7x 

io . -;u) ijjw^^ji) -4-7x7^^ 7 x^) 7"nm> 

(346) 3- (2- ( (3-^^-1- (4-^Wt7xrA) t^P) 

(347) 3- (2- ( (3-^-1- (4-W7x^) 7*5^) £ 

(348) 3- (2- ( (3-^;i/-l- (5=-t7x>-3-^;i/) 7>;i,) 

(349) 3 - (2- ( (3-^^-1- (2, 5-^^7xr;i/) 

#;w\^e-r;i/) -4-7x;^^^7x^) rnyt^ 

20 (350) 3 - (2 - ( (3-**A,-l- (3, 4-^[>^7i^) y 

3-))/) *;WN*^E-r;p) -4-7xy^^^5 : -;u7ai-;i/) 

(351) 3- (2- ( (3-*?)],-l- (1, 3-^=HM>^>-4- 

-f;W 7*5^;i/) *;u/^>r;i/) -4-7xy^^7x-;v) 7*n;\-> 

25 (352) 3- (2 - (N-^>^;i/-N~^^;i/7J;WN*^;i/) -4- 7jl y 

^^f;i/7x-;b) rD/r/i, 
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(353) 3- (2- (N-^>^;b-N-7°Ptr;b^;w\*^E^;u) -4-71 

(354) 3- (2- ( (3-pWi,-i- (3-7;u^-D-5-h>;7;i/^D 

^^;U7x-;i/) 75=-;!/) -4-7x;^^7i-;i/) 
5 7n^>g^ 

(355) 3- (2- ( (3-^1,-1- (4-7;i/^-n-2-hU7;i/2hn 

7D;S>^ 

(356) 3 - (2 - ( (3 (2, 4-^^7i-;b) 7*5=- 

10 -4-7i7^w;i/7ir;i/) 7p;^gg, 

(357) 3- (2- ( (3-PWI/-1- (2, 4 -S> h U 7;i/^D^^7 

xr:;u) 7^;i/) #;wt^;i>) -4-7i;^^7i-;i/) 7*0^ 
7it> 

(358) 3- (2- ( (3-^^-1- (2-^5 : -;i/7a:-;u) 7>;i>) * 
15 ;wve^;u) -4-7x;^^^7i-;i/) 7-d/1>& n 

(359) 3- (2- ( (3-^;p-i- (2, 3-^5=-;i/7x_;v) 75=- 

(360) 3 - (2- ( (3-^f;i/-l-7x^/f;v) A;Wt^;i/) - 

4- (77>-2 — r;p*;w>jt-;i'7 , $7^9 : -;i/) 71^) rn;<>E 

20 (361) 3 - (2 - ( (3-^;U-l-7:c-;i,7'^;i/) *;w^-f;i/) - 

4- (K7V-;i/-i-^;Mf;i/) 7i_;i/) 7*d;i>S, 

(362) 3- (2- ( (3-^^-1 -37 s^t*^) #;W1^;iO - 

4- (2-7xz;n^) 7xn;i/) 7*n^>^ N 

(363) 3- (2- ( (3-^5=-;i/-l- (3, 5 - J>^^7xr^) 7> 
25 ;U) iDW^JV) -4- (3-W7x7^^) 7x^) 7*D 
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(364) 3 - (2 - ( (3 -^;u-l- (3, 5-^?-;U7i-;u) 

;i>) *;w^;u) -4- (2-^5 l ;i/7z / /^^^) 7l -^ 7D 

(365) 3 - (2 - ( (3-^^;i/-l- (3, 5-^^7i^) ^ 
5 %JW1*4JU) -4- (2-^DD-5-/^7x;^5=-^) 7 

(366) 3 - (2 - ( (3, 5-^^7i^) ^ 
;!/) *W*4A,) -4- (Kyy>-3— f/M-*$>*3\«0 7i^) 

10 (367) 3 - (2- ( (3-**fr-l- (4-^h^-^-l, 3-5>**-0- 

•f >^>-6— 7^;i/) jbjwt^-f/i/) -4- (2-^dd-5-^ 

(368) 3 - (2- ( (3-^^-1- (4-^ h**>-l, ■ 3. - 

-f >^>-6-^;i>) *;WW/l/) -4 - (3-W7i^4 

15 7i~A) 7D;1>^ 

(369) 3 - (2- ( (3-*5^-l- (4-^ h*$>-l, 3-i?**?- 

-r>^>-6— f;i/) T^t/) *;kK^;i,) -4- (2-^^ 7X/ ;^ 

S^^lO 7xz;i/) t'o/n-v^ 

(370) 3 - (2- ( (3-**)V-l- (3, 5-^DD7x-jb) ^ 

20 *;wt^;u) -4-7x;^^7i-;i/) rn;i>^ 

(371) 3- (2- ( (3-^^-1- (3-?un-5-7Jl*U73L- 

(372) 3 - (2- ( (3-^;i/-l- (4-7MD-3-^^7ir 

;i0 -4- (2-^f;i/7i7^f;i/) 7 x_ 

25 7"D/1>8 N 

(373) 3 - (2- ( (3-^^-1- (4-7)l*u-3-*zVV7*- 
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7>;i/) *;w^-f;i/) -4- (2 -#uu- 5-^fji/7i; ^-^^ 
7i-;i/) 7"d;-?>^ 
(374) 3- (2- ( (3~^^;i/-l- (3, 5-^7;^n7i-;i/) 7 

5 (375) 3- (2- ( (3-PW1/-1- (3, 5-^h^7x=^) 7* 

*;wt^e^f;i/) -4-7i7Wf;i'7i-;i') 7n;t>^ 

(376) 3- (2- ( (3-^f;V-l-7z^7^) tUW^JV) - 

(377) 3- (2- ( (2-^ h=^>-2-7x=;i/x^;v<) jb;w*e-f;iO 
io -4-7i;^f;i/7ir;b) 7*n;i>Bk 

(378) 3- (2- ( (2-7i-;i/7DWl/) #;w^f;i/) -4-7i; 

I 

(379) 3- (2- ( (3-^^-l-7x-;i/7*^) *;wve^;v) - 

4- (2-7x7=^:r^;i/) 7i-Jl/) 7D/t>E 

15 (380) 3- (2- (3-7x-;i/^e;i/^u>-4— r;i/^;v^-;i/) -4- 

7i^>^^7x^) 7*n7l>& N 

(381) 3- (2- (4-7x7dp^t:^';^>— l— -4 
-7x;^Wxr;i/) 7*13^ 

(382) 3- (2- ( (2-^ h^r>>- 1- (3, 5-^Wi^V) x' 
. 20 5=-;b) #;W^-f;i/) -4- (2-7DD-5-^f;i/7i7^^) 

7i-jl/) 7*D/S>^ 

(383) 3- (2- ( (4-^f;i/-2-7ix;K>?;i') *;w^-f^/) 
-4-7x7*^.?WU7xx;i,) 7D;-i>^ 

(384) 3- {2-V7x.—M*-fl/1iWE'(JU-4-'7x.S*i'2/*f-J\/7 

25 x-;i/) 7*n;i>^ 

. (385) 3 - (2- ( (2-^>7D7D^l/-l- (3, 5 -y^^7x~ 
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)\,) jb;wrt-f;i/) -4- (2-^DD-5-^fiV7i;^ 

(386 ) 3 - (2 - ( (1- (3 , 5-^^7irj|/) x^;u) *;w*e 

• -4- (2-^DD-5-^Wi;^?;i/) 7x^) 

5 ;t>K„ 

(387) 3 - (2- ( (3-yfjl/-l-7i^7f;i/) 3t7;W*E-f;i/) - 
4-7iy^^^-5-^ b^7xz;t/) 7D;l>i, 

(388) 3 - (2- ( (l-^f;i/-2-7i-Mf;i/) *;w^-f;p) - 
4-7x7=^>^;i/7x-;i/) :rn^>^ 

io (389) 3 - (2- ( (3-^^-i-7i^7^) #;wN^e-r;i/) - 

4- (^>^5 : -7'^-;i/-2-^;i/) 7i^l/) 7*D/1>&, 

(390) 3- (2- ( (3-^f;i/-i-7x-^7"f;i/) *;w^-f^) - 

4- (1, 3 -^^-f >^>-2—f 7i-JV) 7*P^>^ 

(391) 3- (2- ( (3-^f;i/-i-7x-;i/7*f;i/) *;u>*e-f;i0 - 
15 4- (-T > 1 7x-;i,) rn;^ 

(392) 3- (2 - ( (4-^f;i/-l-7x^K>^>-2-f;i/) 

(393) 3- (2 - ( (3-^^-l-7xr;i/7^) *;W^E-f;u) - 
4 - 7 x7 dpj/^ - 5 f;i.7 x_;i/) 7*n^>R % 

20 (394) 3- (2- ( (^-7^ix>-2-^;M^;u) a^t^ -4- 

(395 ) 3- (2- ( (3-^;i/-l-7ir;v7^) 7;i/7^^;u) 

-4-7x74^^7x^1/) 7*P;S>^ 

(396) 3 - (2 - ( (3-^^;i/- 1 - (3, 5-^^;P7x-;i/) ^ 

25 #;w\*^;u) -4- (v^v—ji-i — r;M^;i/) 7i-;i/) 7*d 

» 
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(397) 3- (2 - ( (3-^;i/-l- (3, 5 -V* Y*i/7 i^Jl/) 7" 
tiA/ji^ fr) -4- (t7y-;i/-l-^;Mf;V) 7xn;i/) 7* 

(398 ) 3- (2- ( (3-^^-l-7i-;i/7>;i/) *;wvE>f ;u) - 

(399) 2- (2- (3-^5 1 ;i'-l-7i-;i/75 L ;i/) yb;wt^;i/-4 - 

■ 

(400) 3- (2- ( (3-b \*V*S/-3 -*?■))/- 1-7x^7^) 

*;w^-r;i/) -4-7x7^f;i/7x-;i/) 7*n^>^ 

- ? 

10 (401) 4- (2- ( (2- (^771/7- 1 --<;!✓) 7n;i7^;i/) 7^7) 

-4- (4-xhdp^7^7^r^^;V) 7x=Jb) 77 

(402) (2 E) -3- (2- ( (2- (±7^V>-2-^;V) 7-bf-;W 

7*^y) -4 - (K^^-l-'f;^^) 7irjb) - 2 -7p^> 

15 (403) 2- (2- ( (4-^^;i/-2- (±7*Ia>-1— f;U) ^777 

7^ 7 ) - 4 $/;i/;f*^7^;i/) SJlffis 

(404) 2- (2- ( (4-^^-2- (^77 1 -- f ^777 

-f;i/) 7^7) -4-7-fe5 L ;i/7^y^>^;i') &ja@R N 

(405) 2- (2- ( (4-*?-;i/-2- (±7*]s>-l-<{)V) ^.77 7 •• C 

20 <<ji) 7^7) -4-^^>;b7^y^7^;i/) ssa&WL 

(406) 2- (2- ( (4-PW1/-2- (t7^1/>-l->f;V) ^777 
<<)l) 7*^7) -4- (N-*i/fr-U-*±fr7$.y) ^>V)V) 

(407) 2- ( 2 - ( (4-7^;i/-2- (±7* U>- 1 -^l/) ^77 7 

25 l';i/)7^7)-4 - (^7^-1-^;^^) ^7^;w) £M& 

(408) 4- (2- ( (2- (±77l/7-l-^;i/) 7 , D^7-f;i/) 7*57) 
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(409) 2- (2- ( (4-^^;i/-2- (i-7?U>-l-J}V) ^>*7 

-iM 75 7) -4-^>;M^M>i;;i/) &H#& 

(410) 4- (2- ( (2- (±7£i/>- rn;v-f;i/) 7*$;) 

(411) 4- (2- ( (2- (±7*i/>-i--f;i0 rnuiy^iO 7^y) 
-4-^5=-;i'7;b7^^;M^;i/7x-;i/) 7*>& N 

(412) 4- (2- ( (2- (^7*l/>-l-^;u) 7*D/V>f;i/) 7$y) 
-4-^i/;M^I/7ix;i/) 7#>^, 

(413) 4- (2- ( (2- (±y^u>-i--fj\y) rujisjju) 75.;) 
-4-7^;^f;v7i_;v) 7*>^ N 

(414) 4- (2- ( (2- (±7#U>-1-' r;i>) 7D;V^f;i/) T^y) 
-4-7t^I/7^^5 L ;V7ir;v) 7*>& N 

(415) 4- (2- ( (2- (^-7^l/>-l-^;i/) 7n^7-r;i/) 7^y) 
-4-^^7$7^f;V7xz;i/) 7*>^, 

(416) 4- (2- ( (2- 7d;V-T;V) 7^7) 
-4- (N-^^-N-^f;i/7^^^) 7^-;i/) 7**>ik 

(417) 4- (2- ( (2- (^-7^U>-l-^f;i/) 7U)\7-()V) 757) 
- A -^<>'J J )V7 X 7 7 ^—))s) 7£>& x 

(418) 4- (2- ( (2- (±7^l^>-l-^;i/) 7~Urt7 <i)V) 75.7) 

-4-7i-;^;i/*-;b7U7i^) 7^>@g N 

(419) 4- (2- ( (4-*^;i/-2- (±7*i/>-l— ^>^y 

(420) 4- (2- ( (2- (^-7^1x>- l->f;i/) 7D^7>f;i/) 757) 

-4- (2-w^U^>-i-f;Mf;p) 7i-;i/) 7#>^ 

(421) 4- (2- ( (2- 7D;W;U) 7^y) 
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-4- {W)Vy-Z-<tfrtti/*m/) 7X^) 7^>|, 

(422) 4- (2- ( (2- {j-7*\s>- 7D/V -f;i/) 75 7) 
-4-7x 7 x. 77 

(423) 4- (2- ( (2- (±7*l/>- 1— OV) 7uA;<i)V) 75 / ) 
-4-7i-JI/7;;^;i/7i-;b) 7*7 7^ 

(424) 4- (2 - ( (2- (:J-7*lx>- l-^Ol/) 75 .7 ) 
-4-7 ^ - ;i/^;U7 * 3-)\s7 x.—)]/) 77 7^ 

(425) 4- (2- ( (2- (±7*b>- l->f;i/) 7n;v-r;i/) 757) 

(426) 3- (2- ( (4-*^;i/-2- (^-7^i/>- 1 — nv) ^.777 

<i)V) 7*57) -4-7Jc7^^5=-;i/7ain;i/) 7*d;^E 

» * 

(427) 4- (2- ( (4-^^-2- (^77 1/7- 1 — OV) ^777 

-Oi) 757) -4- (E^V— l — 7irjv) 77 

(428) 4- (2- ( (2- (±7*V>- ru/iS-fll) 7*5 7) 

-4-^>^;i/7^^^i/7i-;i/) 7*7 >^ 

(429) 4- (2- ( (2- (^-7^V>- i-JJl) 7n;17^;i/) 7*5 7) 
-4- (Kl"5»-4 — iM*t/*W) 7i-;V) 7#>&> 

(430) 4- (2- ( (2- (^*77l/>- 1 fXMJJOV) 757) 
-4- (2-7i;^>xf;i-) 7i-^) 7*7^ 

(431) 4- (2- ( (2- (^7*lx>- 1 — fJV) 7D^7-r;i/) 757) 

-4- (k»j$*7-2-> 7i-;i/) 77 >^ 

(432) 4- (2- ( (2- (±77U>-1-^;W 7D^7-<;U) 757) 

-4- (N-75=-;i/-N-7oi-;i/75y^^;u) 7i-;v) 7*7 >^ 

(433) 4- (2- ( (2- (t7^i/>-i- <;u) rn/ty-f^) 757) 

-4- (N-^W^;i/-N-7^;t/7"5 7) 7i-iH 7*^*>^ 

(434) 4- (2- ( (2- (4-7;i/^-D^-7^U>-l— 7"D7t7 
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4» 75 -4-7i;^Wi-;i/) 79>WU 

(435) 4- (2 - ( (2-71-^^/^^) 757) -4-7x7=^- 

* 

(436) 3 - (2 - ( (4-^^-2-7i-;i/^>^;'f;i/) 757) - 

5 4-7z;^f;i/7ir;i/) 7n;t>fe 

(437) 3- (2- ( (2-7i-;K>!?y^;i/) 75^) -4-7x^3- 

^f;i/7i-;i/) 7n/i7gg N 

(438) 3- (2- ( (2-7irA7 , D;V^;i/) 757) -4-7:ny 3=- 
10 (439) 3 - (2- ( (2-7i-;i/7 p ^y-f;i/) 75^) -4-7x7*>> 

^;i/7i^;i/) 7n;i >Ms 

(440) 4- (2- ( (2-7xzjl/7D;V^;^ 75^) -4-7xr;p 
75 7^;i'7xn;i,) 7*7^ 

(441) 4- (2- ( (2-7i-;i/7D;17-f;i/) 75 7) -4 -^>VV 

is ;v7V^f;i-7i-;i/) 7*>^ 

(442) 4- (2- ( (2- (4-7;i/;*-n±7*i/>-l— 7n^v 

-f^) 75 7) -4-^> > 7-f;U7^7^^;i/7ai^) 7*7g N 

(443) 4- (2- ( (2- (*7*l/>-l— 7n;v^f;i/) 757) 
20 (444) 4- (2- ( (2- (±7*1/7- 757) 

(445) 4- (2- ( (2- (4-7;M-p±7*77- l — f;i/) 7o^y 
-f;i>) 75 y) -4-7x-;U75y^5=-;b7x-;i/) 7*7&, 

(446) 4- (2- ( (2- (±7*77-l-^;i0 7"D/V#) 757) 
25 -4- (4-^777x7Jr^^l/) 7x~;i,) 7*7^, 

(447) 4- (2- ( (2- (^7^^7x7- 3 -> f;V) 7*0^7 
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(448) 2- (2- ( (2-7jr;i/7*D;V-f;i/) 7^) -4-7:c7Jf 

(449) 2- (2 - ( (2- (^-7^l/>- l-W^) 7n;l7^;t/) 7$y) 
5 -4-7a^*^;><?-;t/^>^;i/) &J&§&> 

(450) 4- (2- ( (2- (:h7*l/>-l-W;i>) 70^7^1/) 7^7) 

- 4 -x h ^i/*;i/^-;i/7 ^ 7 ^ f-;i/7 1-^) 77 7^ 

(451) 4- (2- ( (2- (^771/7-1— 7o;17-T;i/) 7^7) 

-4- (77>-2- r;b*;i/^n;i/7^7^5 : -;L') 7x-;i/) 77 >K„ 

10 ( 452) 4- (2- ( (2- (t-7*1/>-1— f;i0 7D/17-f;i/) 7^7) 

-4- (3-7;i/5j-n^>\/-r;i/7^7^^;i/) 7m-;i/) 7*7>^ 

(453) 3- (2- (N-^>^*;v7;u^-;i/-N-^^;i/7^7) -4-7 

^7^r^7^;i/7rc-;i/) 7*n^>ffi % 

(454) (2E) - 3- (2- (N-^>^;i>7;i'*-;V-N-pWV7'S 7) 

15 -4-7i;^^7i-;i/) -2-7n^ 

(455) 4- (2- ( (2- (±77U>-1-^;W 7D;V^;i/) 7^7) 
-4- (3-7> N^r^>y-r;P7^7 7^;i/) 7*7 

■ 

(456) 4- (2- ( (2- (±771/7- 1— f/lO 7d;V^;V) 7^7) 

- 4 - > 7 p 7n ^;i/*;i/^*^;i/7 ^ 7 /^;i/7 ^-;i/) 77 

20 (457) 4- (2- ( (2- (^-77U>- 7a/17>f;U) 7^7) 

-4- (^7i>-2-w;v*;i/^-^7^7^^;v) 7i-;i/) 77 > 

(458) 4- (2- ( (2- C*-7*l/>-l— OlO 7*D^7'f;i/) 7^7) 

-4- (3-^^;i/^> N 7-r;i/7^7^5 : -;i/) 7^-;i/) 7*7 

25 (459) 4- (2- ( (2- (j-7&V>— 1 —4)V) 7Xi^;<i)V) TXJ) 
-4- (3-7Dn^>;^f;V7^7^f-;V) 7i-^) 7*7>& N 
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■ 

(460 ) 4- (2- ( (2- (j-7*l>>-l-<Ol) •7UJV4)l) 7^7) 

-4- o-t'ys'OV'OV'rK; **)V) 7x-^) y$y^ 

(461) 4- (2- ( (2- (±7*t/>- 1— T;p) 7D/V-01/) 75 7) 

-4- (4-yj]/to^wJ^)\/y5,^^;v) 7i-;i/) 7*7^ 
(462 ) 4- (2- ( (2- (±7^i/>- 1 — ■ f;i0 im/v-f^) 7^7) 
-4- (2-7;i^D^77^;u7^yy.^;i/) 7i-;i/) 7*>Kx 

(463) 4- (2- ( (2- (±7*l/>-l->f;i0 7D/V-f;i/) 7^7) 

■ 

-4- (3-^nD-4-7;^D'<>^^7^^f;i') 7i-;p) 7 

(464) 4- (2- ( (2- (2-^nD7ir;i/) 7D/V-f^) 7^7) 
-4-7i7^^I/7i-;v) 7*7^> 

(465) 4- (2- ( (2- (3-^dd7x-;i/) 7d;i7^;i/) 7^y ) 

-■4-7i7^WWi-JV) 79>WU 

(466) 4- (2- ( (2- (4-7DD7i-;V) 7n;V-f;i/) 7^7) 

(467) 4- (2- ( (2- (4-7MD7i-;i/) 7D^V-T;V) 7^7) 

-4-7i7^?;i/7ic;i/) 7£>^ N 

(468) 4- (2- ( (2- (4-7 h*:77jcr:;p) 7n^7-f;V) 7^7) 

-4-7i;^f;v7i-;i/) 7*7^ 

(469 ) 4- (2- ( (2- (*7*l/>-l— 7d;v^;1/) 7^7) 
-4- {Z-^h^ri/^y^^ ))/7X J tf-fr) 7 jl -;!/) 7*7^, 

(470) 4- (2- ( (2- (±7*b7- f;i/) 7D/iy-f;i/) 7^7) 
-4- (3, 5-$>7;i/*n^W-f;i/7$7>Wl/) 7i-;i/) 7*7^ 

(471) 4- (2- ( (2- (^~7^l/>- 1— f;i/) ?UrtJ<<)V) 7^7) 
-4- (3-7;i/^-D7^y^r^75 L ;i/) 7i-JP) 7* 7&, 

(472) 4- (2- ( (2- (4-^^7zz;V) 7n;17>f;U) 7^7) 
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(473) 4- (2- ( (2- (±7*l/>- 1 — iVl/) 7*P/W;i/) 7^y) 
-4- (4-*>77-2-;* h^>7i> ^S'pWI') 7i-M ^ >K N 
(474 ) 4- (2- ( (2- (:>-7*l/>-l— Ol/) 7*n;W;i/) 75 7) 
-4- (3-7Hz*-;i/7x7*$<*^l') 7xr;v) WsWU 

* 

(475) 4- (2- ( (2- (i-7#ls>-l->( ))/) 

-4- (3--f V7*n^;i/-5 -^Wx; 7x-;i/) 7** 

(476) 4- (2- ( (2- (±7* v>- 1 -< ro;v^fl/) 757) 

• -4- (2, 4, 6-h'j7M0 7x;^f;V) 7xr;V) 7**>Ks 

(477) 4- (2- ( (2- (±7^lx>-l— T;i/) 70/1;^) 7^ y ) 
-4- (4- h VyJWrUt&Vttr?*.;**/**^) 7x^) 7 r ^> 

* 

(478) 4- (2- ( (2- (±7* f*) 7*D;W;V) 757) 
-4- (4-7'D ; E7xy^^V) 7x^) 

(479) 4- (2- ( (2- (±7^U>- l-j)]/) 7*0/17 -f;i/) >5 7) 
-4- (3-^h^>7x;^^) 7x-Jl/) 79>WU 

(480 ) 4- (2- ( (2 - (*-7*l/>-l--f ;]/) 7D;V^f;i/) 75-/) 

-4- (2-^h+i/7xyw^;i/) 7x-;i/) 7"*>&> 

■ 

(481) 4- (2- ( (2- (±7*lx>-l-^;i/) 7D/V-r;U) 757) 
-4- ( 2 -^;i/^>y^7V-/l'- 5-^/1^*5^3^) 7x-jy) 

(482) 4- (2- ( (2- d-7*U>- 1— </V) 7*D/S7 -f/lO 75 7) 

-4- (4- (i, 2, 4-rU7\/-/i/- 1-4 )V) 7x;^^;i/) 

7x-;V) 7^>&, 

(483) 4- (2- ( (2- (i-7^^>-l-^)l) 7*D/-W/l/) T57) 

926 



WO 03/016254 



PCT/JP02/08120 



(484) 4- (2- ( (2 - 7*n;V 7 JV) 757) 
-4- (2-*b*i/-5-*3-)l7*;3ri/*^j\,) 

(485) 4- (2- ( (2 - (±77 77-l—Ol/) 7*D;V-T;i/) 75.7) 
-4- (3, 5-V*h*i<'7*;**/*?-]V) 7x_^) 7^7^ N 

(486 ) 4- (2- ( (2- (±7*77- 7*0717 7^7) 

-4- (2-7;i/sj-D-6-^ \-**/7 3.J*i/*?-)\,) y^-jv) 7*7 

(487) 4- (2- ( (2- (±7*77- 1— f;i,) 7*D7V-f;i/) 75.7) 
-4- ( 2 V rn ^^ri/ 7 1 ; ^J/^ f;i/) 7x-;i,) 7*7^, 

(488) 4- (2- ( (2- (±7*77- t-jjb) zru)\J4)V> 75.7) 

-4- (2-7-fe±;i/- 5-* Y*ci/7^j**/*^)\,) 7s.=.)V) 7*7 

(489) 2- (2- ( (4-*±;i/-2- (±7* 77- 1 -7;i,) ^7*7 

-oi/) 75.7) -4-7x7^^5=-;i/^>^i/) 

(490) 4- (2- ( (2- (±7*77- 1— 7D7177;I/) 75.7) 

-4- (2-7PD-4, 5-^y^;i/7ai7Jr^^5 L ;i/) 7i-^) 7** 
7gg N 

(491) 4- (2- ( (2- (±7*77- 1-4)]/) 7o;i77;l,) 757) 
-4- (1-^V-l, 2, 3, 4-rh7tKDt7^1/>-6-f;i/ 
*=^>p< 3=71/) 7i~;i/) 7*7® N 

(492) 4- (2- ( (2- (±7*77- l-JJl) 7*P^7^;i/) 757) 
-4- (3-i/7/7i;^^) 7i-M 7*7^ 

(493 ) 4- (2- ( (2- (±7*77- 1 — f ^) 7*D7W;i/) 757) 
-4- (3 -7PD-5-^ h=Jr>>7x73^>^3 L ;i') 7x_jl/) 7*7^ 
(494) 4- (2- ( (2- (±7*1/7-1— l» Tuns-ifr) 75 7) 
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-4 - (4-^)1-2-* h^7xy^>y^) 7x-;i/) 7~#y^ s 

(495) 4- (2- ( (2- (*7*l/>-l— OlO ^D/V-f^) 757) 

-4- (4-7-fe5 1 ;i/7^-2-^nn7i;^f;i/) 7x-;i/) 7 

(496 ) 4- (2- ( (2- (^-7^l/>-l-^;i/) 7d;,V^^ 757) 
-4- {2- tl-fttt? 7x-;i0 7*>^, 

(497) 4- (2- ( (2- (?-7*l/>-l-^;i/) rTD/V-f/I/) 757) 

-4- (4-7^7-f;V7i7^^;i/) 7x-;i/) 7^>^ 

(498) (2 E) -3- (2- ( (4-^f;i/-2-7ir;K> ; $'/^;i/) 
757) -4-7i;4^f;i/7ir>) -2-7*n^>^ 

(499) 4- (2- ( (2- (4-7MU±7^]/>- 1 — T 7*0717 

-OP) 75 7) -4- (V?V—)\/-l-<{)\, 7xr;i/) 7*>&. 

(500) 3- (2- ( (2- (4-7;^D^-7^V>- 7-D/17 

-T;u) 757) -4-7z;^^^;i/7ir;i/) 7n^>^ 

(501) 3- (2- ( (2- (4-7MD^7^1/>-l-^;i/) 7*D/iy 
-f^) 757) -4-7i^7V^f;i/7ir;i/) 7D71>^, 

(502) 3- (2- ( (2- (4-7Mot7^l^>-l-r;i/) Tun J 

<OV> 75 7) -4- (^7V-^-i-f;M^) 7*.-)i) yu^y 

Bo 

(503) 2- (2- ( (2- (4-7;i/;rn^7*b>-l— f;U) 7Hz5MI/) 
75 7) -4-7i7+i/^f;M>^l/) ^JftMx 

(504) 2- (2- ( (2- (4-7;M-P:*-7*l/>-l-- f;i/) 
-T;U) 75 7) -4-7x7^ri/^^;i/^>i*;i/) &ja#B> 

(505 ) 2- (2 - ( (4-^f;i/-2-7i^;K>^;-f;i/) 757) - 
4-7i7^^fM>s;;v) £Jt#Bx 

(506) 2- (2 - ( (4-^^-;i/-2- (3, ^> 
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*J4)V) 7^7) -4-7x7*-^<?VW<>^;i/) 

(507) 2- (2 - ( (2- (^7*l/>-l--f;i,) 757) - 
4-7x7*^*^;i,^><;;i,) 

(508) 3- (2- ( (4-^^;i/-2- (4-7MO-3-^f;V7ir 

(509) 3- (2 - ( (4-*3\>U-2- (3, 5-^^7i^V) ^> 

75 7) -4-7:n7^>7.?-;t,7ai-;i,) 7d;^H, 

(510) 3- (2- ( (4-*5\n/-2- (4-;* Z-*Jir*V 

j>y>-6— r;i/) ^fsj/u) 75^) -4-7xy^y^;u7aL 

7d^>^ n 

(511) 2- (2- ( (2- (:*-7*l/V-l-^;i>) 7n/W;i>) 757) 
-4- (2-^^7iydp.^^;i/) £&&m, 

(512) 2- (2- ( (2- (^-7^l/>-l-^;u) 7n/W;i/) 75;) 
-4- (2-7DP-5-^^;i/7aiy^p{^) ^>s^;i/) 

(513) 2- (2- ( (2- (±7*l/>-l-^;U) 7D^V-f;i/) 75;) 

-4- (3-^>Ty7x7dp^5 1 ;W 

(514) 2- (2- ( (2- (^-7^l/>-l-^;u) 7n;W;i0 757) 
-4- (tU^>-3-^;i/^^^-;i/) 

(515) (2E) -3- (2- (3-7^;U7Dfc.Vl/) -4- 
-1 — f;M^) 7ir;t/) -2-7n^>i, 

(516) 2- (2- (3- (^-7^b>-2— T;i/) 7*Dtf;b) -4- (£7 

(517) N-^^-3- (2- (2- (7-7*l/>-2-^;U) xh^» 
-4- (e5^-;i/-l->r;M^) 7x-;i>) 7*D/1>75 K 

(518) N-7i-;^;tol/-3- (2- (2- (±7* l/>- 2 — f;p) 
x|^>» -4- (t5y-;i/-l-^;M^) 7i-^) 7d/1>75 
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(519) N - 7 x - 3 - (2- ( (3-^^-1- (4-7 
MD7xr;b) 7?-;i/) *;w^>f;iO -4-7i/dr^^5=-;i/7ji^;i/) 

5 (520) N-^^;i/-3- (2- ( (3-^^-1- (4-7MD7I- 

(521) N- (K';s»-2— f;i/) -3- (2- (' (3-^^-1- (4 

-7Wd7i^) 7?vi/) *;w^-f;u) -4-7i;^^i/7i 
io 7o^>75. j? n 

(522) N— (4 — h u 7;u^-d^< ^;i/7 x - ;i/7;^ - 3 - ( 2 - ( ( 3 

-J-J-Jl- 1 - (4-7;WP7ir:;i/) a;w ve-f ;u) -4-7 

x7^^?;i/7ir;i/) 7D/^>7$ h\ 

(523) N- (^7*l/>-2-^;i/*;i/;iWl/) -3- (2- ( (3-p<?- 

15 (4-7;i/tD7i^;i/) 7^;i/) *;w^^;i/) -4-7x7* 

^f-^7x-;v) 7'n;'?>7^ P\ 

(524) N- (3 -7DO- 4 ^7 x -jlXfrfr-jV) - 3 - ( 2 - ( ( 3 

-^^-l- (4-7;i/tD7x-;i/) 7^-;i/) ^w^e-oi/) -4-7 

20 (525) N- (4-x^;U7jc-;1/7;^-;P) -3- (2- ( (3-*^ 

-1- (4-7Wn7x-;i/) 7^;i/) *;w\*^Ei';i/) -4-7i;^> 

^^l/7xr;i.) 7n^>7** h\ 

(526) N-> T V7*D^V7>Mz;i/-3- (2- ( (3 1 - (4 

i 

-7MD7x^) 7^;u) *;w^-f;i/) -4 -7x7 ^71 

25 — 71/) 7D/1>7'$ b\ 

(527) N- (4-*2/;u7ac-;v*;u*^;i/) -3- (2- ( (3-*^ 
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-l - (4-7MD7i-;i/) 7>;u) *;w^-y;v) -4-7^y^ri> 

(523) N- ( (1, l , -t7i^b-4-^;V) Zfr-fc-)],) - 3- (2- 

( (3-^^-1- (4-7Mn7ir;v) r^w) jb;wt^;i/) - 

(529) N- (.(1, i'-t7i_;v-2-f;v) - 3- (2- 
( (3-^^;i/-l- (4-7MD7ir;i/) 7?-;u) *;wt^;i/) - 

4-7iy^f;i/7i^) 7*cm'>7*^ h\ 

(530) N- (3, 4-^7;i/tD7i-;v^;i/^;i/) -3- (2- ( (3 
10 - (4-7WD7ir;v) 7^;u) #;w^e-f;i0 -4-7 

xy^SoWl^xr:;!/) 7n^>7^ H\ 

(531) N— (2, 6 - ^7MD7 JL-JIXJIK-Jl') -3- (2- ( (3 

-pWi/- 1- (4-7^n7i^;i/) *;wt^;v) -4-7 

15 (532) N- (2, 5-^7MD7irjl/7;i/») - 3 - (2- ( (3 

1 - (4-7;^D7rc-;i/) 7^;i/) *;w*e>f;i/) -4-7 

(533) N- (2, 5-5^ h^ris? ^-frXfr-fo-K) -3- (2- ( (3 

1 - (4-7;u*D7ai— 7>;w) *;wt^<f;i0 -4-7 

(534) N- ( (E) -2-7x^;Wx^— ;i>;*;i>;iWl/) - 3- (2- ( (3 

1 - (4-7WD7x^i/) 7*^;i/) #;w\*^;u) -4-7 

x;+^^;i/7x-;i/) 7o;i>7$ b\ 

(535) N- (77>-2-Y^7M-;V) -3- (2- ( (3-^f-;i/- 

25 1- (4-7;v^-D7ai-;i/) T^tO *;w^-f;i/) -4-7x;+w 
f^7x-;i/) 7d;^>75. K % 
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(536) N— (ft7i>-2-^;i/X;^r;i/) -3- (2- ( (3-^5=- 

(537) N- (7-7DD^>y77if>-4— r;i/7;i/^;u) -3- (2 
5 - ( (3 1 - (4-7WD7I-M 75=-;i/) *;w^^;i/) 

-4-7x;^f;i/7ir;i/) 7d;^7^ K s 

(538) N- (3, 4-^^DD7x-;1/7n;1/^-;1/) -3- (2- ( (3- 

tf-ju-l- (4-7M07x-;i/) 7^;W ^wt^^ou) -4-71 

y^rS/^^;i'7x^;i/) 7D/t>7^ r-% 
10 (539) N- (4-^F^7x_;i/7M^) -3- (2- ( (3-^ 
jl-X - (4-7;btD7xr;i/) 7*5^;i/) #;W\-^f -4-7x7* 
^^^7x-;i/) rn/^r^ h\ 

(540) N— (3 -^5=-;i/7x-;i/7s;i/^r:;i/) - 3- (2- ( {3-^^)1 

-l- (4-7MD7x^i/) 7^;i/> >b;w\-^;b) -4-7x;^> 
15 ^f;i/7x^;|/) 7d;i>7U\ 

(541) N- (2-7MD7x^;v*r;i/) -3 - (2 - ( (3-^ 

(4-7MD7x_;i/) 7^;i/) *;w^-f;v) -4-7x7* 

W^7x-jl/) 7n;i>7 5. K> 

(542) N- (4->>7/7xr;i/7 4 ;^-;i') -3 - (2- ( (3-^;i/ 
20 -1- (4-7;M-D7:c-;i/) 7"3VlO A^/N'^E-f;!/) - 4 -7x7*:7 

^;i/7xz;i/) 7d/^7^ h\ 

(543) N- (3 — >7V7x-;i/7;i/*-;iO - 3- (2- ( 

* 

-1- (4-7^D7x-;i/) t^p) #;w\*^;iO -4-7x;^> 

^5 L ;i/7x-;i/) 7D^>7^ h\ 
25 (544) N-(2-^DD-4-^7 , 7 7xr:;i,7N;i/^;i/)-3-(2-((3 

1 - (4-7;i/tD7xr;i/) 7^;i/) *;w?^-f;i/) -4-7 

* • 
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(545) N- (3-^h^>7ir;i/^-;i/) -3- (2 - ( (3-^ 
5 (546) N- (4-7'h*is7*-JlZ)l*-Jl) -3 - (2- ( (3-^5=- 

(4-7MD7i-;v) 7^;i/) -4-7^^ 

^>^^7ai-;i/) 7d/s>t^ b\ 

(547) N— (4-7MD7i-MM-;i/) -3 - (2 - ( (3-^ 

10 ^^^7i_;v) rD;^?^ r\ 

(548) N-(2-^DD-6-^f^7 xr ;I/7n;1/^) - 3 - ( 2 - ( ( 3 

1 - (4-7;i/tn7i^;i/) 7>;u) *;w\*^e^;i/) -4-7 

(549) N- (2 - h ';7;u^-D^^;u7i-;i/^;i/^^;w)-3-(2-((3 
15 1 - (4-7;i/^-D7oin;i/) *;w\*^E-r;u) -4-7 

(550) N-(3- h 'J 7 f ;i/7 ir;i/7;i/^-;i/) - 3 - ( 2 - ( ( 3 
-^^-1- (4-7MD7x-;i/) 7^;i/) *;wt^>r;i/) -4-7 

x.S*i/*?/U7x.=.fr) 7P/1>7^ h\ 
20 (551) N- (4-7D^7xrM;V*-;i/) -3- (2- ( (3-**- 

(4-7WD7x^) 7"^;i/) #;w^-r;i/) -4-71;^ 

(552) N- (4— f V7 , Dt;i/7x- ( )l/7;^-;V) -3- (2- ( (3 - 

(4-7WD7xr;i/) 7*5^;i/) ^;w\*^-f;i/) -4-71 
25 7=Jr^^;v7x^;u) rn^iyT'^ h\ 

(553) N- (^7^1/>-l-^;i/^;i/7jr-;i/) -3- (2- ( (3-^^ 
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(554) N— (4-75 1 ;i/7xrMMr;b) - 3- (2- ( (3-^;i/ 
-1- (4-7WD7i-^) *;wt*-r ;w) -4-7i7^^ 

5 ^?;i/7i^;i/) royiVT^ h\ 

(555) N- (5-^vv r -r;i/7^y^5 1 ;i'^7a:>-2-^;u^^-;i/) 

-3- (2- ( (3-^5P;b-l- (4-7;WD7ir;i/) till 

-4-7i7^f;i/7ir;i/) 7"n;i>7' 

(556) N-7x-;U^;i/^~;i/-2 - (2- ( (3 l-7i-^ 
10 -4-7i7^^I/7x/^» T-fe hT^ K% 

(557) N-7x-;U7;i/^;i/-2 - (2- ( (3-^f;i/-l-7i-;p 

7*^1/) *;wi^E-r;u) -4- (2-^f;i/7i;^^) 7x;^) 

(558) N-7xz;i.7;i/*-;H2- (2- ( (3-^;i/- 1 - 7x-jb 

15 *;w^;i/) -4- (2-^h^>7x;^^) 7x7 + 

■ 

(559) N- (5-^f;V77>-2-f;V7;i/«) -3- (2- ( (3 

(4-7MD7x-;i/) *;w^-r;i/) -4-7. 

20 (560) N— (3^7x>-3-^;i/*;i/*-;i,) -3- (2- ( (3-** 

(4-7WD7x^) 7^;p) *;wN*^E-r;b) -4-7x7^ 

(561) N- (7 7>-3--f;i/7>;^-;i/) -3- (2- ( (3-^5=-;i/- 

1- (4-7MD7xz;i/) 7^) tUW^fr) -4-7x7^ 

(562) N- (l-^5 L ;i/^n-;p-2—f;i/^;i/^;u) -3- (2- ( (3 
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1 - (4-7Wn7ix;v) y'^-jv) -4-7 

(563) N- (3, 5-i?*?MV**VV--j],-4-<{)]sZ)]/*-;)s) - 
3- (2- ( (3-^^)1-1- (4-7MD7ir;i/) 7T;i/) £;w\* 

(564) N-^>^;^;i/^;i/-3- (2- ( ( 3-^^-1- (4-7 

(565) N- (S-^^^y^^y-l-^;),;*;!,*-;^ -3- 
10 (2- ( (3-^3S>l/-l- (4-7Mn7i^) 7>;u) ;fc;w^E>f 

(566) N- (4 -7*.^)V7^ ; 7 ^-)]/7s)]sfo-)]/) -3- (2- ( (3 

1 - (4-7;i/^n7xn;i/) 7*^) *;w?^;i/) -4-7 

x; =*r2/^;i/7x-;U) 7*n^>7*5. h\ 

15 (567) N- (4-^DD7i^M;i/*-;i/) -3- (2- ( (3-^^;i/ 
-1- (4-7MD7i-;i/) 7*3^1/) *;Wt^E-r;i/) _4- 7ai y>.> 

/?;i/7ir;i/) 7*d/-?>7^ h\ 

(568) N- (2 h^istiJltf-fry - 3 - (2 -((3 

(4-7;wn7i-;i/) 7*5=-;i/) ^;w^^r;t/) -4-7 

20 x7^*3SH/7x-;i/) 7n^>:P^ h\ 

(569) N- (3- (3-^^;i/-5-^v^7y-;i/-i—f;i/) 7x~ 

-3- (2- ( (3-*?jv-l- (4-7;i^o7xn;b) 

7>;i>) *;w^-f;i/) -4-7i7^>^^V7ir;i/) 7urt>7$. K 

(570) N- Op h 7V-;i/-5 - 3- (2- ( (3-^;u-i- 
25 (4-7;i/tD7irji/) 7>;i/) #;w\*^-f;u) -4-7i;^f;i/ 
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* 

(571) (2E) -N-7x-;^j^-;v- 3 - (2- ( (3-^3^-1 
-7xr;v7f;b) *;W*E-f;iO -4-7i;^fjl/7i^) -2 

(572) N- (tf»J5»-2— f;i/)'-3- (2- (4-^f;V-2-7i- 

5 M>f ;^^r^» - 4 - 7 17 ^ri/^ f;i/7 x - 7a/i>7$K 

(573) N- (rh7V-;H5-^;0 - 3- (2- (4 -^^l/- 2 -7 

(574) N-7x-;i/7M-;i'-3- (2- (2- (±7* >- 2 — -f ;i0 
xh=^» -4-7x;^?;i/7x-;v) 7n^>7'^ K 

10 (575) N - 7 3 - (2- ('(3-^f;V-l-7x^V 

75=-;i/) *;w^-f;i/) -4- (tf^y— — f;MW) 7z-;i/) 

(576) N- 5 — fjl) -3- (2- (2- (±7^1/>- 

2-^;iO -4- — r;M^;iO 7x-;io 7 

15 n^>7$; h\ 

(577) N- (rh7*;-^-5- f;iO -3 - (2- (2- (:h7*l/>- 

2 — r;v) x^^) -4-7x;^f;i/7xz;v) 7n;i>7^ h\ 

(578) N-7i-^^-;H3- (2- (2-7x-^xh^» -4 

- (t:^/— ;t>- 7xx;to 7n/s>7^ h\ 

20 (579) N- (rh^v-;i-5-«(;v) - 3- (2- (2-7x-;i/xhdp 

$0.-4- OM5=\H0 7i-^) 7n;t>7^ h\ 

(580) N— (5-7n^-2-* h*^7x~;U7;i/*-;iO - 3- (2- 
(2-7x^;i/Xh^$/) -4- (t^/— )]/- 1-s (Jl*m) 7x~;i/) 
7P^>7 5; h\ 

25 (581) N- (3, 4-^7;^D7x-;P7;^*-;io - 3- (2- (2- 

(:f-7*l/>-2— f;iO xh^» - 4- 1 — <f;M3\;iO 
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(582) N- (7-^DD^>^751f>-4-^;^;^-;b) -3- (2 

* 

- (2- (±7*]/>-2-' fJV) xh*>» -4- (V^V-Jl- 1 -J 
5 ( 583) N- (3, 4-^DD7i^;|/^r;p) -3- (2- (2- 

(584) N- (3-i/7;7x-^;^z;i/) - 3- (2- (2- (^-7^ 

10 7o^>7** h\ 

(585) N- (3-^DD-4-^^7x-;^;tob) -3- (2- (2 
- (±7*U>-2-J)l) -4- 

Jl) 7x-;i/) 7*p^>:p* Kn 

(586) N- (3-^DD-4-7;i/tD7x-;!/^i/*-;v) -3- (2 - 

15 (2- (^-7^i/>-2-^;i/) xh^) -4- <;u 
^^;i/) 7x-;i/) 7ny?>7*S. h\ 

(587) N— (5-7D^-2-^F^7ir^^) -3 - (2- 

(2- (±7*l/>-2 — f;i/) xhdp^) -4- (tf7^-;i/-i-^;i/ 

20 (588) N- (5-7D^r-2-* h+>>7x-;i/7;tol/) -3- (2- 

( (3-^^-l-7xr;p7f;i/) *;wt*-f;i/) -4-7:c7^>^ 

^7x-jV) 7Dy?>7*^ h\ 

(589) N-7i -JIX Jl*-)l-3- (2- (2-7x-jHh^) -4 
-7x7^^^?;t/7xr;i/) 7D/^7^ h\ 

25 (590) N- (3-7DD-4-7;i/tD7 x - -3- (2- 

(2- (±7^l^>-2-^;i/) a^*S/) -4- (3-i/7;7x7^> 
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(591) N- (3-^7y7i-;^;tol/) - 3- (2- (2- (^~7^ 

5 (592) N- (3, 4-^^na7izM^-;i/) -3- (2- (2- (± 
7*l/>-2--f;i/) i^i/) -4- (3-W7i^4^fJV) 7 

(593) N— (3-^DD-4-^^7 - ;i/) -3- (2- (2 

- (^7*l/>-2-W;U) -4- (3-W7i;#^f 
10 )]/) 7x~;i/) 7*0^ >7** b\ 

(594) N- (7-7DD^>\/77-lf>-4— T;^;!/*^) -3- (2 

- (2- (±7*l/>-2— OU) xhdpi/) -4- (3-W7iy + 

(595) N- (3, 4-y7;VtD7ir;i/7;V«) - 3- (2- (2- 

15 (^-7^i/>-2—f;i/) xh^) -4- (3-^7i;^f;v) 

(596) (5 -7X2^-2-* Y^i/y^-ftT.fr*-)]/) -3- (2- 
(2- (^-7^U>-2-^;i/) xh^r^) -4- (3-W7i7^^ 

7x~;u) 7*D>> , ?>7*^ b\ 
20 (597) N- (3, 4-$?7MD7i-J^;^) - 3- (2- (2- 

(598) N- (3, 4-^7;^D7x-;^*;i'*-;i') -3- (2- (2- 
(^>V-r ^ ^V— 7U— 1 — x^i/) -4- (tf^y-;U- l->f 

25 7ix;i/) 7n;i>7U\ 

(599) N- (3, 4-^7;VtD7ix;i/7;tol^) -3- (2- (2- 
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y )V7 X J ) i^i/) -4- (t^/-;u- 1 -^W^l/) 7 
x-;i/) 7o;1>7^ h\ 

(600) N- (3, 4-^7;WD7ir;i/^r;i/) -3 - (2- (2- 

(2H-^WM;7V-;i/-2-^;i/) - 4- (t^\7-;u- 

. 5 1 — f;MWiO 7i-;v) t , d;i>7'5 h\ 

(601) N- (3, 4-^7;i/tD7iz;i/XW-;i/) -3 - (2- (2- 

(lH-^Vh'J7^-l--f^) ^h=^» -4- (tr^y— ;l/- 
(602) N- (3, 4-i?7MD7ir;wtoi/) -3 - (2- (2 - 

io (2-^^;u^>^^^/-;i/- l— xh^) -4- (e^y- 

(603) N- (3, 4-i?7Mn7i^;^-;i/) - 3- (2- (2- 

(1H — 1-' f;i/) xh^r^) -4- (t^/--;v-i— r 

15 ( 604) (2E) -N- (3, 4-y7MD7ir;^^z;i/) -3- (2 
- (2- (^-7^1/>-2—r;i/) xhdr$/) -4- (K^V-)V- 1 

(605) N— (3, 4-^7MD7i-M;i/^;i/) -3- (2- (2- 
(^7*U>-2— -PI/) :cb3^» -4- (4-^3=-;i/t^7^>- 1- 

20 7x^;b) 7*0/1 >t»$ N\ 

(606) N- (3, 4-y7MD7zr;^;toi/) -3- (2- (2- 
(j-7$l/>-2—()V) -4- (4-T-b^;i/^7^>- 1 

(607) N- (3, 4-^7jVtD7i-;i/7^») - 3- (2- (2- 

25 (±7*i/>-2— ^h=^» - 4- (^;i/7jtU>-4— f;M 
7i-;i/) 7n/i>7** b\ 
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(608) N- (3, 4-^7MD7i-;^;^-;i/) -3- (2- (2- 
(t7^Uy-2W;V)xh^) -4- (KU^>-3— f^*^ 

(609) n-7jc-;w*;|/*-;i/-2- (2- (2- (±7^i/>-2 — f;v) 

5 xh^» -4 - {x^)-to-i-> r;i/^5=-;v) 7i-;i/) T-bhT^ k> 

(610) n-7x-m;^-;v-4- (2- (2- (±7^i^>-2 — 
xh^) - 4- (x^J-to-l-' f;M^=-;v) 7i-M h\ 

(611) N— (3, 4 - it 7 7 to) -4- (2- (2- 

(t7^i/>-2-'f;p)x^) -4- ;p- I-* f;M^;i/) 

io 7zz;v) 7#>7% h\ 

(612) n- (tru^v— 3 — r;i'*;i>*-;i/) -3- (2- (2- (i-7* 

l/>-2-4to) xf^) -4- 1-4 ft* f-JU) 7ir 

(613) N- ( l -*?-;v^u—to-2 f;K*;^-;i/) -3- (2- (2 
15 - (±7^i/>-2— r;p) xh^e/) -4- (t^\7— to- 1-4 to*? 

(614) N- (4-^^;i/^7 ? y-;i'-2— r;i/^;v*-;i/) - 3- (2- (2 

- (^-7^1^>-2— <7l/) xh^r$/) -4- 1-4 to*? 

to) 71-JI/) 7n;^7^ b\ 

20 (615) N- (3, 5-WfMy»/-;b-4-^WW-M - 
3- (2- (2- (^-7^l/>-2— (to) xh^) -4- iX=7^r-to 
-l-4to*?-to) 7x_il/) 7'D^>7'^ h\ 

(616) N- {WV>-2-4 to7sto*-to) -3- (2- (2- 

v>-2—> (to) xf^) -4- (tf?\/— 1— f;Mf-;v) 7ix 
25 to) 7*n;i>7$ h\ 

(617) N-hKD^-3- (2- ( (3-*9SH>- 1- (4-7MD7 

* 
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(618) n- (i-^^;w^^\/-;i/-2— f;^;U^r:;i/) -3- (2- 

(2- (^-7^i/>-2— r;v) -4- 

(619) N-7ai^U^;i/^-;i/-2- (2- (±7^i/>-2-^;v) 

(620) N- (5-^f;i/7 7>-2-^;vx;i/*-;t/) -3- (2- (2- 
(^-7^i/>-2— r;i/) xb*^) -4- (e^V— f;Mf;i/) 

10 7i-jb) -7u)-\y?\ h\ 

(621) N- (7 7>-3-^;W«) -3- (2- (2- (?"7*l/ 

>-2--r;b) x h^rS/) - 4- l — r;i/^^) 7i-;i^) 

(622) N- (^7^>-3->f;u7;i/*-;v) -3- (2- (2- (±7 
15 #l/>-2—T;i/) xb=^» -4- ;i/-l-(W^) 7i 

(623) N- (2, 5-^h^7x^;i/*-^) - 3- (2- (2- 

(^-7^ix>-2— r;i/) xb=^) - 4- (i^y— </m*-;i0 

7i^) 7n/s>7*^ b\ 

20 ( 624) N- (4-^ hdp^7=-;i/7;U^-;i/) -3- (2- (2- 

^u>-2— r;u) xb=^» -4- (t77-;i/- i-f;w^) 7x 

(625) N- (3, 4-i;7;^D7x^V7;^-;i/) - 3- (2- (2- 
^£n^$/;i/2j-^>xb^) -4- (t^\/— 1 — T 7 

* 

25 x-;u) 7*n^>7*$ b\ 

(626) N- (3, 4-^7;i/tD7ir;i/7;i/*-;i') -3 - (2- (2- 

4 
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(K"tys>>-l-'f;i/) xN=^» -4- {V^J-JV- 1 - J JVt?)],) 

(627) N-7i-;W;i/^-3- (2- (2- O-^^W'f 
5 D/'OT*^ h\ 

(628) N- (3, 4-^7WD7i^V7il/^-;i/) -3- (2- (2- 

(3-* h^r^W^T^y) x>=^>) -4- (tf^v"-;i/- l 

(629) N- (3, 4-^7Mn7x-;V7,;i/«) -3 - (3- (3- 

io 7i-;i/7n^i/) -4- 7i-;i/) 7* 

(630) N- (3, 4-^7;^D7x-;i/^;U7j>-;i/) - 3- (3- (3 - 

is .(63i) N-7x_;^;^-;i/- 3 - (2- ( (±7* u>- 1 -^lo*^ 
*;wt^B^;i/) -4- (K i->f;M7-;i>) 7x-;v) 7n 

/1>7^ K> 

(632) N- (3, 4-^7;VtD7x=;i/^-;i/) -3 - (2- ( {j- 

7^ix>- 1— f;Mf;v) *;w^>f;i/) - 4- (t^y— — f;v 
20 7x^;i/) 7o/i>7'^ Ks 

(633) N-7i^M^-JV-3- (2- ( (*7* V >- 2 

;u) A;w^-r;i/) -4- 1 — fjMfM 7x-jv) 7*n 

;i>7^ h\ 

(634) N- (3, 4-^7;U^-D7i^;I/7n;1/^-;1') - 3- (2- ( 

25 7^ix>-2— r;M^;i/) ^;w^-r;b) -4- ;v- 1— 01 
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(635) N-7x-;Wb»-3- (2- (^>t»]/iJ)W^^ M -4 

- (£7\7-;i/-l->f;k?Wi') 7x-;i/) rn^>7$ b\ 

(636) N- (3, 4-^7MD7i-;P^;i'*-;V) - 3- (2 - 

$;;iob;w^;i/) -4- (K7^-l-fW^) 7i-;v) rn 

5 ^>TK >\ 

(637) N- (3, 4-^7Mn7i^Jl/7;i/*-;i') -3- (3- (3- 

(^-7^v>-2— 7*D7t?^$/) -4- (t^7y-;i/- 1 — ov^f- 

(638) N-7x-;U*;i/7h-;i/-3- (2- ( (3-^^-1- (3,5 

io -y^f^7ir;p) 7^;i/) *;w^^f;i/) -4- (K^v/— 1 — f 

* 

(639) N- (3, 4-^7MD7i->»l/X;V^-;V) -3- (2- ( (3 

l - (3, 5-^f;i/7i-;v) *;w^;i/) -4 

15 (640) N-7zrM^-;i/-3- (2- ( (3-^^;i/-l- (3, 5 

-y* b*^7x:z;i/) two *;w*e-f;i0 -4- (i^v*-;i/-i- 

(641) N- (3, 4-i?7MD7i-;i/7^-;0 -3- (2- ( (3 

w- 1 - (3, 5 -v* h^-^y^-jv) y?-)]/) #;w^-f;i/) - 
20 4- (wy-^-i- f;M^-;p) 7i-;i/) 7*0^1 >7 ^ h% 

(642) (2E) -N- (3, 4-^7MD7i-;^;i/*-;i/) - 3- (2 

- (2- (±7*l/>-2-^;i/) -4- (4-T-bf-;i/^7 

(643) (2 E) -N-7i-;i-7;^;i/-3- (2- (N-^y^;v7x;i/ 
25 ^-;i/-N-^5=-;i'7'^y) -4- jv- i-> f;M^;W 7xr 

;t/) - 2 -7n^>7^ h\ 
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(644) (2 E) -N- (3, 4-^7MU7x^;tol/) - 3- (2 

■ 

- (N-^>^;i/^;i/^-;i/-N-^^;vr^y) - 4- (t?^\/-;u-i 

(645) N- (3, 4-^7;i/tD7i-;w;i/*-;v) - 3- (2- ( (2 
5 - (±y^u>- 1— f;i/) T-b^;v) 7^7) -4- (t^/-;i/- 1 - 

, ■ 

(646) N- (3, 4-i?7Mn7i-;i/7,;i/*-;i') - 3- (2- (2- 
(ft7x>-2-^^ xb^» -4- (1>5 % /— /b-l-'f^^) 

10 ( 647) N- (3, 4-^7Mn7i-;i/X;i/») -3- (2- (2- 

(648) N- (^h7^/-;V-5-^;i/) - 3- (2- ( ( 3 JV- 1 - 

(3, 5-^^^7x-;i/) 7>;i/) a/ww^) -4- (2-7pd 

(649) N- (3, 4 -5^7 MD7 - 3- (2- ( (3 

(3, 5-^^f;i/7i=;i/) #;w^e^;i/) -4 

- ( 2 - i? n n - 5 -^^V7 x7 ^i//?^) 7i-;v) 7ua>7$. h% 

(650) N- (3, 4-^7MD7x-^;i/*-;V) -2- (2- (2- 

20 (^-7^v>-2— f;v) -4- iXvV— 1— r/M^;iO 

(651) N- (3, 4-^?;i/^D7:c-;i^;i/*-;i/) -3 - (2- (2- 
25 ( 652) N- (3, 4-^7;i/t07xr;W^^) -3- (2- (3- 

^7n^^;v7n^ir^) -4- (^7\/-;i/-l-'f;w^) 7j- 
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4 

)]/) 7UA>7% h\ 

(653) N- (3, 4-^7-ll/tD7i-W*-;V) - 3 - (2- (2-. 
7xy^xh^) -4- ( £7 ;U- 1 — ( Jl/jl ?■)]/) 7xr;v) 7* 

5 (654) N- (3, 4-^7;i/tD7i-;i/^Mr;» -3- (2- (2- 

(^-7^u>-2— r;W xf^) -4- (3-^5=-;v-2 -**v-f ^ 

^/^V-l-^M^) 7xz^) 7D^>7*^h\ 

(655) N- (3, 4-^7^D7irjl/7Jl/*-;i/) -3- (2- (2- 

10 P;1>T^ Ks 

(656) N- (3, 4-^7;i/^-D7xr:;i/7s;i/^;i/) - 3- (2- (2- 
(±7^l/>-2—T;i/) xhdri/) -4-7 x ~ ;V7;b^-;V7 ^7z 

— 7 , D;'iy7^ h\ 

(657) N- (3, 4-^7MD7i-;V7M-;V) -3- (2- (2- 

15 (^-7^i/>-2— xF^» -4-^W^7i-;^ 7 , n;'i 

y 

(658) N- (3, 4-^7;i/^|-D7x-;i/7;i/*-;i') -3- (2- (±7 

^v-i-'fwta^^) -4- (t7^;-;v-i-i';M 

i 

7x-;i/) 7D7i>7S. h\ 

20 (659) N- (3, 4-^7;ktn7ixM^x;V) -3- (2- 

^WiW^^MK^) -4- to- 1-4 7ix 

(660) N- (3, 4-^7;i/tn7ix;^;i/*x;i/) -3- (2- (2- 

{z - *3-)v^y^4 )\s7% ;) -4- (t:9\/-;i'-i— 

25 >W1/) 7x~;i/) 7*D>''?>7'^ h\ 

(661) N- (3, 4-^7;i/tD7x-M^x;i/) -3- (2- (2- 
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(662) N- (3, 4-^'7;i'tn7ir;WM-;i/) - 3- (2- (3- 

7xrji/7o^>» -4- (K5\7— i—f;M?-;i/) 7i^v) 7* 

(663) N- (3, 4-^7;i/^-D7^^;i/^;i/7it-;i/) - 3- (2- (4- 

7^^;u^NdrS/) -4- (t^7^— 1— t*d 

;1>7^ h\ 

(664) (2 E) -N- (3, 4-^7;WD7ir;i/^;tol/) -3- (2 

- (2- (i~y^]y>-2—(JV) -4- 

>- 1 — f;M^) 7i-;i/) -2-7*D^>T$h\ 

(665) N- (3, 4-i?7;i/tn7i-;i/7x^-;V) -3- (2- (2- 

(3- (^^>-i--f;i/) 7i-;v) xh*>» -4- (x^J— ;i/ 

(666) (2 E) -N- (3, 4-^7Wn7i-^;^->il') - 3- (2 

- (2- (±7^1x>-2— f;i>) -4-«>7;^Wir;v) 

- 2 -7D^>75 h\ 

(667) N- (3, 4-^7MD7 ^-)l,7>)l,*=.)l,) -3- (2- ( (3 

(3, s-^f-;!"^-^) *;wt*-f;i/) -4 

- (^e;^u>-4— r;!/^^) 7i;;b) t*d;i>7 > ^ h\ 

(668) N- (3, 4-y7;i/tD7i-;i/7>^-;i/) - 3- (2- ( (3 

(3, jtjWZ'OV) -4 

- (3-^77 7x7^^) 7ir;i/) rn/^TS; h\ 

(669) N- (3, 4-iS7MU7^—frZ))/-fc=.))/) - 2- (2- (3- 

(j-7*]/>-2-' 7dwi/) -4- (br^y-*- 1— 
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« 

(670) (2 E) -N- (3, 4-^7JVtD7i^l/7^-jl/) - 3- (2 

- (2- (i-7*]s>-2-J;i) -4 - (^7i>-3--f 

7x~;U) -2-7D^>75 h\ 

(671) (2E) — N— (3, 4 - ^7;i/tD7i-;i'7^-Jl') —3— (2 
5 - (2- (±7*l/>-2— <f;i/) Jih^r^) -4— <>^;i/7x-;u) - 

(672) ( 2 E) — N— (3, 4-^7;i^D7x-;U7;i>fc;i/) -3 - (2 

- (2- (:f-7*l/>-2-> T;i/) ^h^r^) -4- (N-^W-f ;i/-N 

10 (673) N- (3, 4-^7MD7i-j|/7;i/«) -3- (2- (2- 

7 i-;i/x h -4- (2-7nn-5-^f;i/7i7^^;i/) 7 
x— ;u) 7n;r/7 5 h\ 

(674) N- (3, 4-^7Mn7ir;i/7;^-A) - 2- (N'-^^-JV 
-N'- (2 - (2- (±7^l/>-2— - 4- (t^V- 

15 — om^iO 7i-;v) 7^7) T'-b h7*$ h\ 

(675) N- (3, 4-^7;^D7i-;i/7>;i/^;i/) -3- (2- (2- 

2-4)1) if^) -4- (N'-T-b^-N'-^^;!/ 

7*S7^;i,) 7x-;i/) rn^VT^ b\ 

(676) N- (3, 4-^7;i/tn7i-M;tol/) -3- (2- (2- 
20 (t7^^>-2-^;V)ih^» -4- (N'-iF^/l/t^-N 

'-^;i/:p$7^;t/) 7x-;i/) 7*n^>7** h\ 

(677) N- (3, 4-^7;^n7x-;u7^*-;v) -3- (2- ( (2 
E) -3-7 x 2 -7u^-)l*Jris) -4- (bT5\/— 1 -r f 

;M^;i/) 7x-;i/) 7d/i>t'^ h\ 

25 ( 678) N- (3, 4-^7;VtD7i-^;i/^V) -3- (2- (2- 

(N'-/5 L ;i/-N , -7iz;i/7U) ^ -4- (¥59— Jl- 1 
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(679) (2E) -N- (3, 4-^7WD7x-W^r;i/) - 3- (2 

- (3-7x-;i/7*D^) -4- (t7^-;i/-i-^;Mf;v) 7xz 

5 (680) N- (3, 4-^7MD7i-;i/7;tol/) -3- (2- (2- 
7i;jHh^^) -4- (3-^77 7i7^f;i/) 7x-;b) 7*D 

(681) N-^>^;i/-N-tKn^>-3- (2- (2- (±7*l/>-2 

-^r;i/) x^*,) -4- (fcf^y-;i/- l --f;M^;u) 7i^) t*d 

10 h\ 

♦ 

(682) N- (3, 4-^7;i/^-D7x-;i/^;u^-;i/) -3 - (2- (2- 

(±7^b>-2->r;i/) -4- (^7*\/-;i/-2— f;i/^^7 

(683) N- (3, 4-^7;VtD7x-;V7M-;V) -3- (2- (2- 
(±7^l^>-2-^;i/) xh^ri/) -4- (tfi;s»-2— f/M-*$0 

(684) N- (3, zl-JIXJIK-JI) - 5- (2- (2 - 
(±7*l/>-2-> f;i/) xh^» - 4- 

(685) (2 E) -N- (3, 4-f7^tD7xi^M^) - 3- (2 

- (}£5V— -3- (2- (^-7^i/>-2— r;u) 
xh=Sr>» ^7x>-4-^;i/) -2-rn^>7^ h\ 

(686) (2 E) -N- (3, 4-^7MD7xr;i/7>Jl/fc;i/) - 3- (4 

- (t7Vf-;i/-l-^;^f;v) -3- (2- (;f-7* 2 -<<)V) 

(687) N- (3, 4-^7WD7xr;^;tol/) - 3- (2- (2- 
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(4-7z=;i/^5y>- 1 — r;i/) xh^) -4- (tf^y-^-j 

(688) N- (3, 4-^7JI/tD7xr;M;tob) -3- (2- (2- 
(4-7a:x;i/- 1, 2, 3, 6-rh7t h*DtU^>-l— -f;i/) x h 

5 - 4- l-J JMf-fr) 7i-;i/) 7*n;i>7** h\ 

(689) N— (3, 4-^7WD7xr;v^;tol/) -3- (2- (2 - 
(4-7iz;i/^iji;>-i-^^) xh^» -4- 

(690) N- (3, 4-^7;^D7iz;vx;toI/) -4- (2- (2- 
10 7i-;Hh^) -4- (3-i/7;7x^^^;i/) 7i-jl/) 7*, 

(691) N— (3, 4-^7MD7i-Jl/7;;^-;i') -4- (2- (2- 
(±7*\s>-2-4)V) xhdp>» -4- (3-^777i;^?;i/) 

15 (692) N— (3, 4-^7MD7xz;i/X;^-;i/) -3- (2- (5- 
7xr;K>f;^i/) -4- (t5v^-;p- 

(693) N- (3, 4-i?7Mn7xr;i/7;tt-jl/) -2- (2- (2- 
(^-7^U>-2-^;i/) xhdr$/) -4 - (VvV—fr-l-JJU*?)],) 

20 7i7^» 7th7U\ 

(694) N- (3, 4-i;7;i/tD7xzM;i/*z;i/) -3- (2- (2- 

(t:^\;-;i/-l-^;u) xh^» -4- (\£5V—ju-i-4n,**j],) 
7x-;i/) iTd/^t^ h\ 

(695) N- (3, 4-^7MD7xz;m;!/«) -3- (2- (2- 

25 (2-^^;W^^/-;p- 1— f^) xh^>» -4- (^^vT-;!,,-! 

—OM^lO 7xx;b) 7*art>:P$ K 
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(696) N- (3, 4-i?7Mu7 3L-)]/7>)\sft-)),) -2- (2- (2- 

(J-7?u>-2-j)i) x h^) - 4- (t^\/-;i/-l-^;M?;i/) 

(697) N- (3, 4-^7;i/tD7ir;v^r;i/) -3 - (2- (2- 
5 (N-x^-N-7iz^7^7) *.h*is) -4-.(t7y-;i/-l- 

i';M^;i/) 7ix^) 7*d^>7^ n\ 

(698) N- (3, 4-^7;i/tD7xx^Wx,ll/) -3 - (2- (2- 
(N- (2-b Kndri/x^V) -N-7ix;i/7^) xh^) -4- 

■ 

(K7V-^-l-^;M?;i/) 7x-^) 7*n;t>7^ N\ 

10 (699) N- (3, 4-^7WD7ix;^Mx;i/) -3 - (2- (3 - 

(N-^f;b-N-7ix;i/7U) yur^» -4- 

(700) N- (3, 4-^7;i/^-D7oix:;i/^;u^-;i,) -3- (2- (2- 
(t7^l/>-2-^;i/)ih^) -4- f/M*-;iO 

15 7z-;i/) 7*D^>7 ? ^ h\ 

(701) N-7i 3 - (2- ( ( 3 -^5=-;i>- 1 -7 x.=.jv 

7^)1) -4-7i/^W^7ix;^ 7 , n;i>7 , $ b\ 

(702) N- (3, 4-i;7;i/t07zx;[/7,Mx;i/) -3 - (2- (2- 

7 # V > - 2 — Y ^h*-» -4- (3-$/7V 
20 7i7^^5Sn / ) 7i-^) 7*D/1>:7*$ h\ 

(703) N- (3, 4-^7Mn7xXM;i/jf;r;i/) -3 - (2- (2- 

(3- ( J E;u*ij>-4--f;i/) 7ix;i/) if^*/) -4- {^sj—^ 
-1 — r/M^;iO 73i^;i/) 7*p;^>t^ h\ 

(704) 3- (2- (5-^f;i/-3-7xx;K^t;^l/) -4-7 X ; 
25 ^r^^^7i-jP) 7o;t>^ 

(705) 3- (2- ( (3-^^-1- (4-7MD7x^) 7>7l/) 
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(706 ) 3- (2- ( (3-*7-;i-l-7x.-)l7?-)\s) *;Wt^>f;i/) - 

(707) N- 1 - (4-7MD7i-;V) 7*3VU) - 2- (3 

5 -^^;u7 ? ^y7'n^;i/) - 5 -7i;^^^^k>X7^ h\ 

(708) N- (3-^;i/-l- (4-7Mn7ix;i/) 7*^;i0 - 2- (3 

- 7 ^- jizji-ft -fry * y 7*n - 5-7x7^ 3=-;w*>X7* 5; 

(709) N- (3-*m- 1- (4-7JI/tD7ir;v) - 2- (3 
10 -^>^;i/7^7 7*DtiVU) ^5-7^y^r^^^;i/^>XT5 h\ 

(710) N- (3-^^;v-l- (4-7MD7xz;i/) 7*^;i/) - 2- (3 

(711) N-7xrM;tol/- (2- (2- (^-7^1x>-2-^;i/) x. 

* . 

K=^» -4- (t^v— )i- 1— f/M*7i0 

15 it 3; h* 

(712) N- (3, 4-i?7MD7xrw;tol/) -N' - (2- (2- 

(^-7^i/>-2-^;i/) iF^) -4 - (tf^y-;i/- 1— <f;M^;v) 

(713) 3- [4-7x7^^-2- [1- (4-7;i/^-n7ai-;i/) 
20 -3-^5 L ;i'7*5 t ;i/7^7*;i/^;i/] 7x-;i/] 7P/1>7** h\ 

(714) N- (3-^;i/- 1 - (4-7MD7x-^) 7*^;i/) - 2- (2 
- (rh7^-;t'- 5 x^;i/) -5-7x;^^K>X7 5 

(715) l- (2- (f h7>;-;i/-5-^^) -2- (4-*^;i/ 

25 -2-7xr;K>»^» -4-7 *;*i/*?)\s'<> j e> 

(716) N- (2- (2- (2- (j-7*V>-2-J)]s) x.h=^» -4- 
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(717) 3- [2- [2- (±7*i/>-2— xer-;v^-^^] - 4- (1 

-t7 N ;u;M^) 7x-;i/] 7d;1>7S. b\ 

(718) 3- (2- (2- (2- (*7*l/>-2— W x -4- 

(t7V-;i/-l-^M?;v) 7i-;p) x^;i/-i, 2, 4-al-dMH> 

(719) 3- (2- (2- (2- (^-7^l/>-2~-l , ;U) xh**/) -4- 

(t7V-;i'-i-'f;Mf;p) 7xz^) x^;i/-i, 2, 4-^-^if^ 

(720) 3- (2- (2- (2- (±y#]s>-2— < )V) xh^) -4- 
(^^V-l-d'Wfil'^ix^ x^;i/-l, 2, 4—^7^7 

;u- 5 -Jr> 

(721) 4- (2- (2- (2- (±:7*V>-2— f;i/) xf^) -4- 

(tf7^-;^-l— f^^U) 7^x;i/) x^;v-i, 2, 3, 5-** 

(722) 3- (2- (N-p^b-N- (2- (±7* 2 -^7V) x?- 

7^y) -4-7i7 ^s^^^^^x;!/) rn^>^ 

(723) 3- (2- (N-T-fe^-N- (2- (^7* 1/ >- 2 -^7V) x 
7^7) -4-7o:y^->^5 L 7l/7aix;U) 7D/t>^ 

(724) 3- (2- (2- (±7^l/>-2->r;W xf^ft) -4- 

^y-jv-l-'f;^^) 7ix;p) 7o^>^ 

(725) 3- (2- (2- (^-7^l/>-2— f;U) xf-;i/*;i/sfrx;i/) -4 

- (t^/-;i/- 1— r;M5=-;W 7ix;i/) 7d;i>^> 

(726) 3- (2- (2- (N-^>S>;i/-N-,>WI/7$7) xh^» - 
4- 7ixjt/) 7*n7l>^ 
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(727) 3- (2 - (2- (N-^>^;i'-N-x5f-;i'7^y) - . 

4- (b^r^— 1— f 7i-;v) Tu^>Wu 

(728 ) 3- (2 - (2- (N-7i-;V-N-7DK;i/7$;) xh^F-» 

-4- (if^y— i--f;M^v) 7i-;v) 7n^>^ 

5 (729) 3- (2 - (2- (6 -p< h^t/-^-7^l/>-2-^;i/) xh^r^) 

-4- (t7V-;i/-l--f;Mf-;v) 7i-;i/) 7"d/i>B. 

(730) 3- (2 - (2- (*;W*\/— i fr) -4- 

(731) 3- (2- (2- (9, 1 \*UT?Vi?>-9-*>- 1 0 

io xh^) -4- (t^^-l-^W^) 7xx;i/) rn 

(732) 3- (2- (5-7xx;WO^;i/) -4- 

(733) 3- (2- (5-7i-;v-i-w-;v) -4- (K^VN- 

15 l-'f;^^) 7i-;v) 7*p/i>^x 

(734) 3- (2- (5-7x-^-l-^>f-^) -4- -(K9\7— 
1 — f/Mfil-) 7i-;i/) 7D^>g, 

(735 ) 3- (4 - — f;M*7lO.-2- (±7*l/>-2 

20 (736 ) 3- (2- (2- (N-7xrjl/-N-^?M;^-jV?^) x 

-4- T^f-flO 7x-Jl/) 7*n^>ft N 

(737) 3- (2- (2- (N-7-bfJV-N-7x-;V7^7) xh^S/) 

-4- f;M^P) 7x-;i/) 7*0^ 

(738) 3- (2- (2- (N-^>^V-N-7i-;V7V) ih^) 

25 -4- (\Z5V—fr-l-'()V*?-J]/) 7xx;i<) rn^gL 

(739) 3- (2- (2- (N- (2-Wxf;i/) -N-7x-;V7^7) 
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xf^» - 4- (t^v*-;u- 1— f;M?-;i/) 7x-;i/) ru^yms 

(740) 3- (2 - (3- (7xy=Ht^>- 1 0-4)1) 7uX*i/) -4 

- (v^V-ji-i-' (jv*?)]/) 7x-;v) 7*n/i>^ 

(741) N- (3, 4-^7;v^-D7x^;u7;i/^-;i/) - 3- (2- (5- 

5 7j-M>^) - 4- (t:^^-;i/- 1— -TVMfTl/) 7i-/b) 7*D 

(742) N- (3, 4-^7^D7i-^;^-^) - 3- (2- (5- 

7i-;i'-i-'^7-^) -4 - (K^\/— 1— f 
)]/) ru/tyrs. h\ 

10 (743) N- (3, 4-^7MD7xr^;i/^) -3- (2- (5- 

7ix;v-i-^>f-;i/) -4- (£7^— 1— r;M^;i/) 7x- 
(744 ) 3- (2 - (N-^w-i , ;i't^7^>- 1— r;w) -4- (^^^ 

— 1— f;^^^) 7x-;u) 7n^>^ 

15 (745) N— (3, 4-y7MD7i-;^;i/«) - 3- (2- (N- 

^y s ) 4 vy - 1 -> r;i>) -4- (^^ % /— — 
7x-;i/) 7d;i>7^ h\ 

(746 ) 3- (2 - (2 - (3-pWI/- 1 -7 x^l/T^l/^W^e-f ;V) 
-4-7x7^^) 7x-;i/) 2, 4-**WTV- '.( 

20 5 —*y 

(747 ) 2- (l-^>^;V-3- (3-^^-l-7x^V7^iJ^ 

(748) 3 - (l-^>^;v-3- (3-^^-l-7x-;i/7»;v^ 
^ )V) j y h* 4 f ;u) 7n/i 

25 (749) 3- (2 - ( (3 -^^-l-7x-;V7"f;i/) *;W*E>T /U) - 

4- (3-^7^^>^;i/t^» 7i-;v) rn^y^ 
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(750) l-^>^>-3- (3-*?-;i/- 1 -7i_;v7^;w^;i/) 

(751) 3- (2- ( (3-^;u-l- (3, 5-^^;i/7xr;i/) 7> 
5 >Wt. 

(752) 3- (2- ( (3-^^-l-7x=^*) *;Wt^E-f^/) - 
(753 ) 3- (2- ( (3-^f;i/-l-7xr;i/7f;i/) *;wt^;i,) - 

10 (754) 3- (2- ( (3-^^-1-71^7^) jbW^E-OU) - 
4-^ h=1r^;^^7^7xr;i/) rn^Vg, 
(755) N- (3, 4-^7;VtD7xr:MMi;i/) -3- (2- ( (3 

15 (756) N- (3, 4-y7MD7i^7,Wr;i/) -3- (2- ( (3 

-^^;ki-7x-;v7^) *;w^-f;i/) -4- (n-*3S>i/-n- 

y ) 7xz;i/) 7n/i>7^ h\ 

(757) N- (3, 4-^7MD7xr;i/7M-^) -3- (2- ( (3 

20 7*^ 7x~;i/) 7*0^>;P$ h\ 

(758 ) 3- (2- (2- (3-*^;i/- 1 -7 x.=.JU7*/UliM*j JU) 
-4-7i;^?jV) 7i_jb) x*7U-l, 2, 4-tf*iH>7V- 

(759 ) 3- (2- ( (3-*^;i/-l- (3-^f;i/7i-;i/) 7>;u) * 
25 -4- (3->>7V7x7^>*^;i>) 7i»;V) 7*D^>^ N 

(760) 3- (2- ( (3-^^-1- (3-^h^7xr;V) 
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(761) 3- (2- ( (3-^f;i/-l-7xr;i/W) - 

4-7x-;p^;i'5t;-;i/^-^re/7xr:;i/) 7*D;1>^ 
5 (762) 3- (2- ( (3-y^-l-7x^W) jb/Wt^-OlO - 

i 

(763) N- (3, 4-^7Mn7xzM;^-il/) -3- (2- ( (3 

10 (764 ) 3- (l-^>S>;i/-3- (3-*?JV-l- (3, 5-P^^JV7 
(765 ) 3- (1- (S-SOVOSW) -3 - (3-^;i/-l- (3, 

15 (766) 3- (2- ( (3-^^-1- (3, 4-^F^>7x^) 7 

*;W^^f;V) -4- (3-^T^7xy^ri/^^;i/) 7i-;V) 7* 

• (767) 3- (3-^>VJV- 1- (3-^5=-;i/- l-7xr;|/7*f;V*;W1 

20 (768) 3- (2- ( (3-^^-1- (3-^^-4-7MD7x= 

7m) *;w^-r;v) -4- (3-^7i;^f;p) 7i= 
(769) 3- (2- ( (3-^^-l-7x_;i/7^) #;wve^;i/) - 

25 (770) 3- (2- ( (3-^^-1- (3, 5-^ h^7i-;V)' 7 

#;W\*^;i/) -4- (3->7;7x7^?-;V) 7i^V) 7* 
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(771) 3- (2- ( (3-^;i>-l- (3, 5-^f;i/7i-;V) 7?- 

5 (772) 3 - (2 - ( (3-*3\>l/- 1 - (3, 5-^^V7i^) 75=- 

;v<) *;w?^ew;i/) -4- (-TV-f >KU>-2 — f;u) 7*-;u) t*d;s 

(773) 3 - (2 - ( ( 3 -^^-1- (3, 5-^^^;i/7x^) 7?=- 

io Wts 

(774) 3- (2- ( (3 -*^)l-l- (3, 5-S?7^D7ir;i/) 7 

*;w^-r;i/) -4- (3-W7xy^f;i/) 7x-;b) 7 

(775) N- (3-7Mn7i-M;i/«) -3 - (2 - (2- (3- 
15 ^ Y**y7^-)Vh)]si$-}V7K;) xh^sy) -4- (t^v*-;u-l- 

-f;M5=-;v) 7x.-;i/) 7n^>7$ K 

(776) N- (4-7WD7xr^^;i/) -3- (2- (2- (3- 
^ h^ri/7x;-;i/*;i/^-;i/7'^y) xh^r^) -4- (t^^V-^- 1 - 

20 (777) N- (4-^;i/7i-;i/7;i/*-;i/) -3 - (2 - (2 - (3-* 

(778) N— (3--hD7i-;i/7;i/*-;i/) -3- (2- (2- (3-^ 

y**/-7*-)\,i3 )],•#- xF+i/) -4- (t^v~-;i/- l->f 

25 ;MfA) 7ix;v) 7d^>75 b\ 

(779) N- (3-^7y7ixM^x;i/) - 3- (2 - (2 - (3-^ 
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hir>>7x-;i/^;i/^r.;u7 ? ^y) xh=^» -4- (t^V-;u- 1 -4 
;M *)V) 7 x =i)l) 7* n > T $ h\ 

(780) N- (3-^f;i/7i^x;^-;v) - 3- (2 - (2 - (3-^ 

h^^7xr:;i/^;i/4f-;VT^^) -4- (hf^/— ;U- 1 — f 

(781) N- (3-p< h*^7x-;u*;i/*-;v) -3 - (2 - (2 - (3- 
^ h^^x-^^-^T*^^) xh^) -4- 1- 

(782) N — ( 3 - h U 7;i/tD^;i/7xr;^;^r:;i/) - 3 - ( 2 - ( 2 
10 - (3-^ h^risy^-frtlfrtf-JVTK;) ^-h^» -4- (^V- 

jv-i-' (fr*f-)v) 7x_;i/) 7*n/i>r$ h\ 

(783) N- (3 h^r^*;i/»7i-;V7>;^-;i') - 3 - (2- (2 

■ 

- (3-p< h+^7xz;i/A^«75;) x.b**s) -4- 

1 — r;M5ViO 7xn;i/) t'p^vt*^ K 

15 (784) N- (3-A;V^^7xr;^;^-;P) - 3- (2 - (2- (3 
-^h^i/7x-;VAM-;i/7U) xh^r5x) -4- (V^V-fy- 1 

-f;^^;v) 7x-;v) 7"n;^7$ h\ 

(785) 3- (2- ( (3-p<^;V-l- (3, 5-^^7x^) 7*^ 

* 

;i/) *;wt^e^;u) -4-^W;i'7577x-;i/) 7"p^>^ 

20 (786 ) 2- (2- ( (3-*3\>l/-l- (3, 5-i^^;i/7x^) 7*5?- 

;i/) ;u) -4-7x7^Wx;^) m% 

(787) 2- (2 - ( (3-*2\H/-l- (3, 5-^^^7xz;i/) 75 1 
*;W^-r;V) -4- (3-^T7 7x7^ri/^5 : -^) 7x7^» IE 

25 (788) 3- (2- ( (3, 5-^^7x^V) 7> 

;i/) a;w*e*f;u) -4- (N-T-fef-;!/-N-^>^;VT^7) 7x-;v) 
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(789) 3 - (2- ( (3 -^5 L ;i/~ 1 - (3, 5-*^f^7ir^) 7> 

;u) -4- ( (N-7z-;v7^;) *;u**^;i/;p* 7) 7 

5 (790) 3- (2- ( (3-*?j\,-l- (3, 5-^^7i-;i/) 7?- 
(791) 3- (2- ( (3-^^-1- (3, 5-^3S>l/7x-;i,) 7> 

10 (792 ) 3- (3- ( (3-^^-1- (3, 5-^^^7i-;V) 7> 

-5- ( 2>-l/-7J-7 3Lj*i/*3-)\,) 7l - ;l/ ) 7p 

(793) 3- (3- ( (3-^5^-1- (3, 5-^^7i_;i/) 7?- 
)l) jjJW^jjV) - 5- (3->>77 7i7^^) 7n;i,) 7 D 

15 ^ 

(794) 4- (3- ( (3 -^^;i/-l- (3, 5-^f;V7xr;i/) 7?- 

;u) *;w^e-r;i,) -5- (3-W7i7^f;i/) 71^) 7* 

(795) 3- (2 - (1- (3, 5-^^7i_;i/) 7*^*;wt^;p) 

20 -4- (3— >7V7x7 3^>^;i,) 7i-;i/) 7o;^g N 

(796) 3 - (2- ( (3 -*^;i/-l- (3, 5-^^^7xr;i.) 7^ 

;u) -4- (^^y^-i-^w^;^--^) 7a . 

7D/1>^ 

(797) 3- (2 - ( (1- (3, 5-2^3VU7x-;u) 7n t jk) A;w\* 
25 -4 - (3-^7*7 7xydr^^;i/) 7x«;i/) 7n;l>^ 

(798 ) 3- (2- ( (3-pWU-l- (3, 5 -^3=-;i/7 x ~;U) 7^ 
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)V) *;wt*>f;i/) -4- (2-7i-ji/if-;i/) 7i-;i/) 7*n^>^ N 

(799 ) 3 - (2- ( ( 1R) -1- {±7*U>-1-<{')V) x^l/^WS 
^E-f;u) -4- (2-^7i;^) 7i-;V) 7UA>M, 

(800) 3 - (2- ( (1R) -1- {±-7#vy-\-j)v) x^*;i/^ 

5 ^>f;i/) -4- (4-^Ty7acydF-» 7i-Jl/) 7*D^>^ 

(801) 3- (2- ( (3-^^;u- 1- (3, 5-^^Wx-;i/) 

*;w^-r;i/) -4- (2- ;u- l — - i)v) xg^io 7i- 

(802) 3 - (2- ( ( 1R) -1- (i-7n>-lHil') 

i 
I 

io ^;i>) -4- (4-^Wx7^) 7j-;i/) 7*dvi>^ 

(803 ) 3 - (2- ( (3-tf-Jl-l- (3, 5-^^^7^-;i/) ^ 

)V) *;w^-f;i/) -4- (4-^^;^>^;v^-=¥^) 7x-;v) 7*n^ 

(804) 3- (2- ( (3-^^-1- (3, 5-^^Wi-;i/) 

15 *;w^-r;i/) -4 - (A-7Mu^>VM^-i/) 7*— )D 7u 

(805) 3- (2- ( O-p^l'-l- (3, 5 -*?*?)]/7 *=.)]/) 7* 

)V) *;w^^;i/) -4- (2-^7V^>s;;m-^» 7xr;v) t'd;'! 

■ 

20 (806) 3- (2 - ( (3-^^-1- (3, 5-^f;i/7i^l/) ^ 

;u) *;w^>f;i/) -4- (2-p< hJp^>^;i/^-^» 7i^) 7*n 

(807) 3- (2 - ( (3-pWV- 1- (3, 5-^^^7x-jV) ^ 

;v) *;w^>f;i/) -4- (2-^nn^>^M^>) 7i^^) 7*n/s 

25 >^n 

(808) 3- (2- ( (3-^;i/-l- (3, 5-^^7xz^) 7*3- 
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))/) #71/7^^710 -4- , (2-7xzM»t*5') 7i-M 7°D 

(809) 3- (2- ( (3-^;i/- 1 - (3, 5-^^7ir;V) 7*?- 

-4 - (2-^^;i/^>^;i/^-^» 7ir;i/) 7*071 

5 

(810) 3- (2- (. (3-^^-1- (3, 5-^fJl/7ir;V) 7> 

iuw^jji,) -4 - (2 -tji^d'O^m-^) 7irji/) t*d 

(811) 3- (2- ( (3-*^7l/-l- (3, 5-^^7i^V) ^ 

io ;u) #;w^-r;i/) -4- ( 4 -^^i/^v^M-^) 7xz^) 7n;^ 

(812) 3- (2- ( (3-^;i/-l- (3, 5-^f;i/7i-;i/) 

;u) *;w\*^-f;i/) -4- (2 - h y yj^u^^-}^>^M^» 

15 (813) 3- (2- ( (3-^;i/-l- (3, 5-^>7^7iz;i/) 7> 

;u) iuw^^ji) -4 - (2, 3-^^ h^^>^;i/^5/) y^-)v) 
7d;i>|, 

(814) 3- (2- ( (3-^71/- 1 - (3, 5-^^^V7i^) 7*?=- 
71/) *7W^^;ix) -4- (2-7;i/tD7i7^5 1 ;i/) 7i^) 7° 

20 D7<?>& N 

(815) 3- (2- ( (3-^71/- 1- (3, 5-^^7i-^) 7> 
71/) *7~W*E-f;iO -4- ( 2 - ^ D D 7 i .7 ^S^?^) 7x^71/) 7*P 
71>^ N 

(816) 3- (2 - ( (3-^3^-1- (3, 5-^^l/7x-;i/) 7*?- 

25 7i0 -4- (2 } 4 -$7771/^-07x^^^^71/) 7xr 

71/) 7*0/-? 

961 
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r 

(817) 3- (2- ( (3-^;i/-l- (3, 5-^^|/7i-;i/) 7?- 

;u) *;wt^e-f;i/> -4 - (3-7MD7x;^^) 71-^) 7* 

(818) 3- (2- ( (3-^;i/- 1 - (3, 5-^^?;i/7i^I/) 75=- 

5 *;w^-f;i/) -4- (2, 5 -y7MD7i;^^) 71- 

(819) 3- (2- ( (3-^^-1- (3, 5-y^f;i/7x-^) 75=- " 

*;w^-r;i/) -4- (2-7Dn-5-7WD7xy^f;i/) 

10 ( 820 ) 3 - (2- ( (3-^;U-l- (3, 5-^^7xr;^ 75=- 
^W^-OW -4- (2, 6-^^5=-;^>^;^^rSx) 7zr;p) 

7n^>^ N 

(821) 3- (2- ( (3-^3^-1- (3, 5-^^7iz;i/) 7?- 

*;w\*^e^;p) -4- (2-^7;7x;^f;i/) 71^) 7d 
15 n>m, 

(822) 3- (2- ( (3-^;U- 1 - (3, 5-^f;V7i^V) 73=- 
;u) *;wt^e^;i/) -4— (4-^777x7^f;i/) 7i^) 7n 

(823 ) 3- (2- ( (3-*m- 1 - (3, 5-^^7i^) 7?- 

20 ;i0 £;wt^;u) -4- (4-^ h^>7x;^f;i/) 7i_;i/) 7 

(824) 3 - (2 - ( (3-^^-1- (3, 5-S?^^7x-^) 7> 

;i0 *;w^-r;i/) -4- (3-^ h**s7*;*r*/*?ji) 7i=;v) 7 

25 (825) 3- (2- ( (3 1 - (3, 5-^f;i/7xr;i/) 7^ 

*;w*e-f;io -4- (3-^^7i7^^) 7i-;p) 7n 
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(826) 3- (2 - ( (3-*?)l-l- (3, 5-J?^f;t/7ir;v) 
5 (827) 3 - (2 - ( (3-*?)l- 1 - (3, 5-^^V7i^) 7*5=" 

*;w^e-f;i/) -4- (3-7np^>^t^) y^-jv) yun 

(828) 3- (2 - ( (3-^^-1^ (3, 5-^^^l/7i-;V) 7> 

-4- (3 -7 Mu^yv^jt**/) 7x-;v) 7n 

10 

(829 ) 3- (2 - ( (3-^5=-;i/-l- (3, 5-^f;i/7i-jl/) 73=- 

*;wve-f/iO -4- (3- h UyMu^^ji^y^M^) yx. 

(830) 3- (2 - ( (3-^5Vl>-l- (3, 5-^f;i/7x-;V) 73=- 

15 *;w\*^E-r;i/) -4- (4- h 'J 7MD^5 L M^^^>^;i/^i/) 

(831) 3- (2- ( (3-*^;i/-l- (3, 5-^^7i-jI/) 7?- 

*;w^-f;i/) -4- (4— r V7*Dif;u^>^;i/^-^r^) 7ir;^ 

20 (832) 3 - (2- ( (3-^^-1- (3, 5-^f;i/7i-j!/) 7?- 

(833) 3 - (2- ( (3-^^-1- (3, 5-^?;i/7i-^) 7?- 

;p) *;w\-^e-f;i/) -4- (4-7"5 L ;^>^;i/^^» 7i^) 7*d^- 

25 

(834) 3 - (2- ( (3 -^;b-l- (3, 5-W^!/7iz;i/) 7?- 

■ 

* 

963 
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Ji) #;w\*^;i/) - 4- (2-* F^^7i;Jp^f;i/) 7x-;W 7" 

(835) 3- (2- ( (3-*m-l- (3, 5 -^>;i/7x=;U) 7^ 

*;w^^;i/) -4- (2-7-fef/i/7zydr^f;i/) 7x-;i/) 7* 
5 u Ml/Ms 

(836) 3- (2- ( (3-**/U-l- (3, 5-^f;i/7xr;i/) 7^ 

;v) *;w^-r;i/) - 4- (4-t-7m*>VW*i/) 7x-^ 7 

(837) 3- (2- ( (3-^5=-;i/-l- (3, 5-y^^7i^jV) 

10 *;w*e*f/i>) -4- (4-7x=M>J>WJ/) 7i^) 7D 

(838 ) 3- (2- ( (3-^;V-l- (3, 5-W^7i^) 7^ 

#;w^E-Y;i/) -4- (2 -^>^;i/^>^;i/;t^>) 7xr;i/) rn 

15 (839) 3- (2- ( (3-*?;i-l- (3, 5-^^f/l/7x-;i/) 

*;wt^E-f;u) -4- (2-^nn-4-7;M-D7x7^>^;v0 

7x-Jl/) 7"D/1>& N . 

(840) 3- (2- ( (3-^^-1- (3, 5-Wf/l/7x^) 7*^ 

* 
* 

;u) *;w^ew» -4- (2-^^i/-4-7/i/tD7xy^f/i/) 
20 7x-;p) 7p/^>^ 

(841) 3- (2- ( (3-pWU-I- (3, 5-^Wx-/V) 7^ . 

;u) *;w^-r;i/) - 4- (2, 5 -$>*^7x>>*5owi0 7x^) 

* ■ 

7D/^g N 

(842) 3- (2 - ( (3-^5=-;i/-l- (3, 5 -P*f-fr7 7^ 
25 j3)W=£j)V) -4- ( 4 - * ^/N^-f ;w ^;V7 1 7 ^r^^ 7 

x-;i/) 7*d;i>^ 
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■ 

♦ 

(843) 3 - (2 - ( 1 - (3, 5-^Wi-;i/) 7?=- 

)V) *;w^-r;i/) -4- Y**s- 5 ^J^stl-ft) 

(844 ) 3- (2 - ( (3-vWl/-l- (3, 5-^Wir:;V) 73=- 

5 ^w^-r^) -4- (4-*?-;i7*;**/*?-j\<) 7i^v) 7*0 

(845 ) 3- (2 - ( (3-^;V-l- (3, 5-^^7i_;i/) 7?- 

£;w\*^;iO -4- (4-7;^D7oiy 3r>>^;i/) 7irji/) 7 

10 ( 846 ) 3 - (2 - ( (3-^;i/-l- (3, 5-^^;i/7x^;V) 7?- 
3b;WTC>f;i/) -4- (2-^DD-6-7Mn^^M^» 7 

(847) 3- (2 - ( (3-*?)l- 1 - (3 3 5 -^?JV7i-;V) 7?- 

#;w^e^;iO -4- (2, 5 ->^7;i/3|-D^>^;i/^-dr^) 7zr;H 

15 7p/^>^ 

(848) 3- (2- ( (3-^;i/- 1- (3, 5-^^^1/71^) 7^ 

*;w^^;i/) -4- U-^dd^vs^m-^) 7ir;p) 7n;s 

(849) 3- (2- ( (3-^^-1- (3, 5-i?^^7xz;i/) 7^ 

20 ;i0 *;w^-f;io -4- (2-7;^d- 5 - h y ^/M-npWi/'Os; 

M3r*s) 7i-;i/) 7 , D^>H, 

(850) 3- (2 - ( (3-^;U-l- (3, 5-^f;i/7i-JV) 7^ 

*;w^-r;i/) -4- (2, 4-^*7;i/^|-n^>^;u^^) 7i-ji/) 

25 ( 851) 3 - (2 - ( (3-PWI/-1- (3, 5 -^^f;i/7iz;i/) 73=- 

£;w\*^;iO -4- (3, 5 -Vt^ft^yV)]/***/) 7z^) 

965 
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* 

(852) 3 - (2- ( (3-^^-1- (3, 

)V) -4- (i-x^;!/-3-^^tf^v r -;i/-5--f;v) 

5 (853) 3- (2- ( (3-^3^-1- (3, 7> 

;i/) *;w^-f;b) -4- (2-7;M-n-6- h >j7Mn^f-;K>y 
;i>;fr^» 7i-ji/) 7*n;i>R x 

(854) 3- (2 - ( (3-^^-;i/- 1 - (3, 5 -^^^;U7 3ix;i/) 7*3=- 

;u) */i//t*-<;i0 -4- (2, 3-^7Mu^>VM^t/) 7i-^) 

10 7*13^ >BL 

(855) 3- (2- ( (3-*3^l/-l- (3, 5-^f;i/7i-;i/) 73=- 

#;w^e>f;i/) - 4- (2, 6-^7;i/^-D^>^;i/^^) 

(856) 3 - (2- ( (3-*3S>l/- 1- (3, 5-^^7i-;i/) ^ 

15 ;i/) *;WN*^E-f;i/) -4- (2^^DD-4-7ji/tn^>^i/t^) 7 

(857) 3- (2- ( (3-^^;i/-l - (3., 5 -^3Vl/7x:2;i,) 7*f 

;i/) *;w^-r;i/) - 4- (3, 5 -VyMu^y^M^-i/) 7xr.;i/) 

* 

20 ( 858) 3 - (2 - ( (3-^^-1- (3, 5-^^^7xXjl/) 7*?- 

;i/) *;w^-r;i/) -4- (2, 4-tf* ( h V 7)V^ru^^-;v) 

(859) 3 - (2- ( (3 1- (3* 5-^^f;i/7i^) 

;v) *;w^>f;v) -4- (3, 4-^7;i/^-n^>^;i/^$/) 7xn;u) 
25 rn/iv^ 

(860) 3- (2 — ( (3-^^-1- (3, 5-^f;i/7i^) 7*5=- 

966 
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)]/) #;wre>r;i/) - 4- (3- h y 7Mo^f M^^^y^t^^) 

(861) 3- (2- ( (3-^;i/-l- (3, 5 ~9*?-)V7 *~n<) 7? 

*;wt*^;i/) -4- (3, 4 -$^?\>i^>^;M-^>) 7i-M 
5 7a;t>®, 

(862 ) 3- (2- ( (3-^;i/-l- (3, 5 -^^7n;i/) 7> 

;]/) #;w\*^;i/) -4- (2-^ F^>i-7n>-l-^^^m 
5>) 7:n-;i/) 7D;i>^ 

(863 ) 3- (2- ( (3-pWI/- 1 - (3, 5 -V 7*?- 

io ;i) *;w^-r;i/) - 4- (2, 3 3 6 - HJ 7;^n^>^;i/;^>) 7 

(864) 4- (2- ( ( 1R) -1- fr) xf;v*;wt • 

-4- (4--f D 7x7^» 7i-Jl^) 7* 

(865 ) 4- (2 - ( (1R) - l- (^-7^i/>-i— 3i^;v*;wt 

15 ^E-r;U) -4- (4-7577x7^^) 7x~;V) 7# >^ 

(866) 4 - (2 - ( (1R) -1- (^"7^l/>-l— r;i/) ai^l/^WN* 

-4- (4-^^7;i/^;i/7 3iy^i/) 7x-;i/) 7*^>^ 

(867) 3- (2- ( (3-*3\H/- 1 - (3, 5-^^^7i_;i/) 7^ 

■ 

;i/) *;w^-r;i/) - 4- (2-5 L x-;wfj^» 7 = -;i/) 7d;i 

20 

(868) 3 - (2 - ( (3 -^^;i/- 1- (3, 5-^f;V7x^;i/) 73=- 

;W *;w^;i/) - 4- (1, 3-^;fr*w>**>-4->i';i/) 

(869) 3 - (2 - ( (3 1 - (3, 5-^^7i-;i/) 7*^ 
25 ;V) *;WN*^-f;i/) - 4- (2, 4-*/*3-)\'^yVM*r*s) 7xr^) 

7n;i>g, 
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(870 ) 3- (2- ( (3-*?)V-l- (3, 5-^Wi-;V) 7^ 

*;w_3fE-r;v) -4- (3-^^;^>^^^) 7xr;v) yuA 

(871) 3- (2- ( (3-^^;i/-l- (3, 6-*^Wx^) 79 s - 

5 *;un^e-r;i/) -4- (4-;*3Vi^^>^;i^^>) 7i-^) 7* 

(872) 3- (2- ( (3-;Wl/-l- (3, 5-^f;V7ir;V) ^ 
jbW^E-OlO -4- (2, 

10 (873) 3- (2- ( (3-^^V-l- (3, 5-y^f;V7zrjl/) 73=- 

j^w^e-f/io -4- (2-7;V3hn-4-hU7;i/7}-D^^-;^>^ 

t*o^>^ 

(874) 3- (2- ( (3-^^-1- (3, 5-^Wx^) 73=- 

*;w*e-r/i/) -4- ( 4 - 7;vtn - 3 - h 'J 7;^n^f 

15 ;i/*4r^) 

(875) 3- (2- ( (3-PW1/-1- (3, 5-^^7i-;V) 7:f- 

;p) *;w^-f;i/) -4- (3-7MD-5-h'J7;^D^^>^ 
M*c*s) 7i-;i/) 7n;t>s, 

(876 ) 3- (2 - ( (3-^;V-l- (3, 5 -*J*?-)V7 x^;W) 7?=- 

20 *;w^>f;i/) -4- (4-7Mo-3-^np^;vt^) 7 

7d;^U n 

(877) 3- (2- ( (3->Wl>-l- (3, 5-^Wx-;i/) 73=- 

*;w^-f;i/) -4- (3-7;i/*n-4-^;i^>^/M-*3') 7 
7d;^^ 

25 (878) 3- (2 - ( (3-PWI/-1- (3, 5 ' -Vtf-fry 7?- 

;v) *;w^>r;i/) -4- (2-7;i/*-n-5-* h*^>^;M-=^>) 

968 
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7x~;i/) 7Wi>& 

(879 ) 3- (2 - ( (3 -^^-1- (3, 5-^^^7xr;V) 7> 

)v) ia)w^)V) -4 - (4—r vyi-ft^yvM**/) y^-jv) y 

5 ( 880 ) 3- (2 - ( (3-^^-1- (3, 5 -*?*?)V7 x_;i/) 7*3=- 
)\/) iJfl/rt^fy) -4 - (2 3 4 3 5- h V tf-JVsOVfr***/) 7i 

(881) 3- (2 — ( (3-^^-1- (3, 5-^^f;i/7iz;i-) 73=- 

;i0 *;wvE-f;iO -4- (3- (4-^h^>7iy^» 
10 i/) 7i-;y) 7*p;i>&x 

(882) 3- (2- ( ( 3 1 - (3, 5-^^^7xz,il/) r/^ 

*;w^w;u) -4- (4-p< h^^>PM^» y^-fr) 7u 

(883 ) 3- (2- ( (3 -^Wl/- 1- (3, 5-^^Wi-;i/) T'^ 

15 ;i0 *;w?^e^;i/) -4 - (2, 3, 4-hU^h *&"<>'SVM-*$') y 

(884 ) 4- (2- ( (1 R) -1- (?*7* v>- 1 

-4- (4-W7i;^» 7i^;i/) 79i/Wt* 
(885 ) 4- (2 - ( (ir) - l- (i-y^]/>- 1 ->r;i/) if;i/*;w^ 

20 ^E-OU) -4- (4-7Mz3\n/7^7 7x7^) 7i^) 7**>^ 
(886 ) 4- (2- ( ( 1 R) -l- if;W;wi 

-4- (4-^5=-;i/7;u^-;i/r^y 7i;^» 7x-;i/) 7* 

(887) 3 - (2 - ( (3 -^^-1- (3, 5-^Wx-;V) 7*^ 

25 *;w^^;i/) -4- (3-^h^-5-W7xy^^!/) 

7x-Jl/) 7*n;S>^ N 

969 
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(388) 3- (2- ( (3-*?)l-l- (3, 5-^/^7i-jV) 
tDW^-OV) -4- Y*c*s^>VM**s) 

(889) 3 - (2 - ( ( 3 1 - (3, 5-f^f^7ir;i/) ^5=- 

5 *;w^>f;iO -4- (4-^ 1— f;M^;v^ 

(890) 3 - (2- ( 1 - (3, 5-^^^;i/7^-;i/) 73=- 

#;wt^;u) -4- (2-^h^f^-3, 5-s> (t-7?;v) ^> 

• i 

i 

10 (891) 3- (2- ( (3-^;i/-l- (3, 5~^^^J]yy^-)D T*^ 

#;w\^e-r;i/) -4- (4-7i;^v^WS/) 7i^) r 
(892) 4- (2- ( (ir) - l- x*7i/*;wt 

^Ol/) -4- (4-7WV7x;^) 7i^) 79>WU 
15 (893) 3- (2- ( (3-*?\n/-l- (3, 5-^?;i/7iXjl/) ^ 

;v) ?b;WN*^;b) -4- (2-7'J^^t^» 7x-;i/) rn^t> 

(894) 3- (2- ( (3~^^;V-1- (3, 5 -Vtffr-? x=;U) ^ 

;p) #;wve^;i/) -4- (4-7nn-3-7MD^>^i/t^» 7 V 

20 x— )]/) yu^>^ 

(895) 3- (2- ( (3-*?-jl- 1 - (3, 5-^^l/7i^V) ^ 

-4- ( (3, 5-^^;v-4-^>^;ioa-:^>) t 

(896 ) 4- (2- ( ( 1 R) - 1- 1 — f/10 x^jb^W* 

25 ^f;i>) -4- (2, 3, 4, 5, 6-^>^7W7xy^) 7i- 

970 
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(897) 3- (2- ( (3-^;i/-l- (3, 5-W^7x-;V) 7*5=- 

*;wt^-r;io -4- (^w [e] 1, 4 6 — r;w 

(898 ) 3- (2- ( (3-^^-1- (3, 5-^^7i-jV) 7> 

5 jfcjwt^-oi,) -4- (2, 4, 6 - h y 7;i^n^>^;W^>) 7 
x-;u) 7'D;i>i > 

(899) 3- (2- ( (3-^^-1- (3, 5 -^5=-;i/7 7^ 

-4- (2-^dd-4, 5-iS7ji#u^>i?n,** 

10 (900) 3- (2- ( (3-^;u-i- (3, 5-^3Sn/7x-;U) 7*^ 

;^^r^) 7x~;U) 7*D^>^ 

(901) 3- (2- ( (3-*^;i/-l- (3, 5-^^;i/7i-;i.) 7> 

;u) tvij^jju) -4- (2-7nn-5-hU7;i/^-n^5 : -;u^v^;i/ 
15 7x-;i0 7oy^>^ 

(902) 3- (2- ( (3-^^;U-l- (3, 5-^^;i,7x^) 7> 
;u) £;w^f;iO - 4- (2, 5-S^h:^>^>^;i/;^>) 7x^;i/) 

(903 ) 3 - (2- ( (3 -^^-1- (3, 5-^^^V7xr;V) 7> 

20 ;u) -4- (3 —>t; - 4-7)\,*n^>vji**is) 7 

* 

x-;u) 7p;i>^ N 

(904) 3- (2- ( (3-^;b- 1- (3, 5-^^7x-jb) 7*^ 

i 

;u) ZJW^jji) -4- (3-x>dr^>$;;i/^i/) 7xr;i/) /d 

25 (905) 3- (2- ( (3-^^-1- (3, 5-^^;i/7xz;i/) 7-^ 

))/) juw^j)]/) - 4- (4-^>s;;i/^^>^;i/^5>') 7x-;i/) 

971 
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(906 ) 3- (2- ( (3 1- (3, 5-^Wir;i/) ff- 
)]/) jiWtjJV) -4- (2, 3, 4, 5, 6-^>^7)VtU^.>^JU 

5 (907) 3- (2 - ( (3-^^-1- (3, 5-^Wi^l/) 77 

*;w^^;i/) -4- (2, (bV7;v*u*7JV) ^<>V)V 

(908 ) 3- (2- ( (3-^5=-;!/- 1- (3, ^ 

*;w^^r;i/) -4- (2-^^-5-7;i/^D^>$;;i/^^) 7 
10 x.—)]/) rn;i>8, 

(909) 3- (2- ( (3-^^-1- (3, 5-^f;i/7x^l/) 77 
)V) %)\/>\^4)V) -4- ( (4-^^-;i/^*7^l/>- *7)\/* 

(910) 3- (2- ( (3-^5=-;V-l- (3, 5-^^^7i-^) ^ 

15 ;u) a;wt^;iO -4- (4'-hy7Mo^f;v-l J l'-li7i- 

(911) 3- (2- ( (3-*7JV-l- (3, 5-i?*7)V7=L=.fr) 77 

)i) *;W"ME^;iO -4- (2-^ac^;i/xh^r^» 7i-;i/) 7*n/s>^ 

(912) 3- (2- ( (3-^^;i/-l- (3, 5-^7^7x^) 

20 ;w) *;w\*^e-r;i/) -4- (3-7air:;i/7*D^S/) 7:c-;i/) 7*n/i> 

(913) 3- (2- ( (3-*7»-l- (3, 5-^^f;i/7xr;v) 

;v) -4- (2- ( 5 2 -7x-;i/t^ N ;-;i/ 

-4-^;i/) 3ih^>» 7x-;i') 7ua>WU 

25 (914) 3- (2- ( (3-^5=-;!/- 1- (3, 5 -P*?-fr7x-fr) 77 

-4- (2-*7)]/-3-#UW<.>*SM3ci/) 7i 
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(915) 3- (2- ( (3-*?fr-l- (3, 5-^f;i/7i-^) 7> 
;U) tUM^J))/) - 4- (2- h U 7;U;frD^3SM-^^>^;i/;t^>) 

5 (916) 3- (2- ( (3-^3^- 1 - (3, 5-^^7irjl/) T*?- 

jjjw^jji) -4- (2, 4- £7 (hU7;i/tn^^;i/) 

(917) 3- (2- ( (3-PWI/-1- (3, 5-^3=-;i/7^;i/)' 7if- 

;iO #;w^;i/) -4- (2-xf^>j;^» 7ir^) 7d 

io 

(918) 3- (2- ( (3 1 - (3, 5-^f;i/7i-;V) 7> 

;u) -4- (3-7dd7i;^>^) 7i_;i/) 7d 

(919) 3- (2- ( (3-^;i/-l- (3, 5-^f^7ir;v) ^ 

15 ^;wt^e-r;i/) -4- (2-7MD-5-^f;i/7x7^^) 

7jc-;u) 7D/1>& n 

(920) 3 - (2 - ( (3 -^^;i/-l- (3, 5-^f;i/7i^) 7*^ 
£;W\*^;i/) -4- (2, 3, 4, 5, 6 -^7MD7xy =3f 

^>^^;i/) 7x-;i/) ro;^^ 

20 ( 921) 3- (2- ( (3-*?)l- 1 - (3, 5-^^7ir;i/) y*?- 
;U) £;W\*^;i/) -4- (2, 6-^7WD7i;^^) 7ir 
;u) 7'D/^>^ 

(922) 3- (2 - ( (3-^;i/- 1 - (3, 5-^^V7i-;i/) 7*9^ 

;t0 #;u;\^E-<f;i/) -4- (4-^9^7;i/*^;i/^>^;i/:t^) 7^ 
25 )V) yu;^y^ 

(923 ) 3 - (2- ( (3-*3-)l- 1 - (3, 5-i/7^7i-;i/) 7f 
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* 

(924) 3- (2- ( (3-^^;i/-l- (3, 5-^Wir;i/) 7^ 

;u) *;w^>f;i/) - 4 - (2, 3 , 5, 6-^ h^^n^y^;!/^ 
5 i/) 7i-ji/) 7*D/i>^ 

(925) 3- (2- ( (3-^3\>l/-l- (3, 5-^^f;i/7i^l/) 7^ 

*;w\-^E-r;i/) -4 - (2-^dd-3, g-*/7)V*u^>*jm* 

(926) 3- (2- ( (3-^;i/-l- (3, 5-^f;i/7i-;i/) 7=f- 

io ;i/) #;w^e-r ;u) -4- (4-^^jv^>^;v^^» 7i-;i/) 7d 

(927) 3- (2- ( (3-^;i/-l- (3, 5-^^7x^;i/) 73=- 
;u) *;wt*-f;i/) -4 - (3, 4-^x mpS^OSWaMPS') 7i=^) 

15 (928) 3- (2- ( (3-^^-1- (3, 5-^^f;i/7i^l/) 7?- 

*;w^-r;i/) -4- (3-b ij7MD^^w>^m^) 

(929) 3- (2- ( (3-^;i/- 1 - (3, 5-^^f;i/7i^) 7^ 

*;WN*^e-r;i/) -4- (6-^dd-2-7;^d-3-^?-m^ 

20 7x"^) rn^t^R; 

(930) 3- (2 - ( (3-^^-1- (3, 5-y^^7xzj|/) 7^ 

;W *;w^-f;w) -4- (4-h U 7;i/tn / >{f;i/^>^t^^) 

(931) 3- (2- ( (3-*?fr-.l- (3, 5-^^f;i/7x-;i/) 

25 ;u) *;w^-f;i/) -4- (2-7nn-6-7MD-3-^fM>^ 
;u^^^) 7x-;i/) :7D/1>^ 
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(932) 3 - (2 - ( (3-^;i/-l- (3, 5-^/f;b7i-;i/) 7> 
*;w^-<;i/) -4- (2- (4-^nn7i-W) ^>$?;M-3f 

* 

(933) 4- (2- ( (1R) -1- 1 -- f;W x^;i/^;wt 

5 ^^f^) -4- (4-*;W\*^-r;U7xy^-» 7x-;i/) 7** 

(934) 4 - (2 - ( (1 R) -1- (*7*l/>-l — OlO X^*;W1 

(935) 4 - (2 - ( (1R) - l- (±7*v>-l— x^;i/fc;wi 

10 ^E^;i/) -4- (4-N, N-^^A;i/W;i'7x7^» 7x^) 

■ 

7£ >1& N 

(936) 3- (2 - ( (3-^f-;b-l- (3, 5-S^^;i>7xn;i/) 7^ 

*;w^^;v) -4- (4-^>^;^>^;i/^-^^) 7x-;i/) 7p 

15 (937) 3- (2 - ( (3 -^^;i/-l- (3, 7> 

;v) -4- (3- (4-^^7x;^) 

(938 ) 3 - (2 - ( (3 -*3VV-l- (3, 5-^^f;i/7x-jV) 7^ 

( ;v) #;w^e^;i/) -4- (3-^nn-2-7^*n-6-h'j7^o 

20 ^.>^;i/^^) 7x-;u) 7D;i>i, 

(939 ) 3- (2 - (•(3-**\fl/-l- (3, 5 3^1/7 i-M 73=- 

;v) #;w^;iO -4- (4-^7Mn^ h=^>^>^;i/;^>) 7i 

(940) 3- (2 - ( (3 1- (3, 5-^^;i/7x-JV) 75 1 

25 ;v) *;w^-f;i/) -4- (7;i/*i/>-2-^;i/.?Wi';*-*s/) 7x^) 



975 



WO 03/016254 



PCT/JP02/08120 



(941) 3- (2- ( 1 - (3, 5-i?*?))s7*-)]s) 7> 

;u) -4- (4-^nn-3- h 'j7;vtD^fM>^;v 

tf*^) 7x-;i/) 7d/i>^ 

(942) 3- (2 - ( (3 -^5=-;V-l- (3, 5 -^^;i/7 izjl/) 7?" 

;v) #;w^;i/) -4- (3-7;^n-2-^^;v<>^;^ d f-^) 7 

(943 ) 3- (2 - ( (3 -^^)1- 1 - (3, B-^Wir^) 7^ 

;i/)**;w^ i e-f;i/) -4- (2, 3, 5- h ij7;i/tD^>^j^^) 7 

(944 ) 3- (2- ( (3-^^-1- (3, 5-^^;^x^) 7^ 

#;wvew;i/) -4- (4- (k»j^>-2-> f;v) ^>i>;M-3r^) 

(945 ) 3- (2- ( (3 I - (3, 5-^^^7x^) 7^ 

;v) ^;w^^;i/) -4- (3- (4-t-7?;v7i/^» ^Vfr* 

(946 ) 3- (2- ( O-^Wlz- 1- (3, 5-^^^;i/7x^;i/) 7^ 
jv) *;w^^;p) -4- (.4-ai^^^>^^3/) 7x-M 7 

(947 ) 3- (2- ( (3-^^;i/-l- (3, 5-^^fiV7x-;i/) 7*f- 

;i/) *;w^>f;i/) -4- (4- (4-7;^D^>y;^^^) 

(948) 3- (2 - ( O-t^JV-l- (3, 5-^f;V7x-;i/) 7^ 

;v) *;w^^;v) -4- (2, 3 -^7Mn7x; 7^- 

(949 ) 3- (2- ( (3, 5 -^^^7x-;V) 7^ 

*;w^e*f;i/) -4- (3, 5-^7MD7x;^^) 7^- 
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WO 03/0 16254 PCT/J P02/08 120 



)]/) yn/vyjtts 

(950) 3- (2 - ( (3-^5\M/-l- \±y^V>-\-^i)V) 7^;i/) 

■h)w^<ov) -4- (A-yfrXu?*;*^*?*) 7i-;i/) 7vx 

■ 

5 (951) 3- (2- ( (3-^5=-;i/-l- (^7# 1 — T 7*Wl/) 

*;w^>f;i/) -4- (2, 5-^7MD7i;^f;v) 7i-;i/) 

(952 ) 4- (2 - ( (1R) -1- (±7*U>-1 — f;i>) xf-;i/*;i//t 
-4- (2-^7V7x7 3^» 7x-M 7*^>K> 

10 ( 953 ) 3- (2 - ( (3-PWI/-1- (±7* 1/ 1 ;P) 7^;i>) 

*;w^-f;i/) -4- (3-W7x^^^v) 7x^p) 7*p;i> 

(954 ) 3- (2- ( (3-^f-;i/-l- (3, 5-^^7x_;i-) 

;u) -4- (3, 4-^7;vtD7x7W^) 7i= 

15 ;v)7'd^>K> 

(955) 3- (2- ( (3-^^;i/-l- (3, 5-^f>7i-^) 75 1 

;i0 *;w^;i/) -4- (3-^f;v-4-7MP7x7^f;v) 
7x-;H 7"n^>E 

(956) 3- (2- ( (3-*?fr- 1 - (3, 5-*;^f^7x^) 7*?- 

20 ;v) -4- ( 2 - 7Mn - 6 - ^ h^>7 x7^f^) 

7x- ;W 7ny!>i, 

(957) 3- (2- ( (3-PWI/-1- (3, 5-^^;V7x-;i/) 7^ 

*;w^-r;i/) -4- (3- (3-M/7;i/*d^Wj/'^» ^ 
y^M^-i/) 7x-ji/) ro;-!^ 

25 (958) 3- (2 - ( (3-pWP-l- (3, 7*^ 
)]/) jb;wve-f )]/) -4- (3-7nn-2-7MD-5-h'J7;vtD 
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(959) 3- (2 - ( (3-pWI/- 1 - (3, 5-^^Wxr;i/) 
)]/) fi)Vn^)V) -4- (2, 3-J?^fM>»*J') 7i-^) 

5 ( 960 ) 3- (2 - ( (3-pWlz-l- (3, 5-^^7i-;V) ^ 

;v) j/iw^j/u) -4- (2, 3 -j;7Mn-4-^?M>^t* 
i/) 7i-;i/) rn/^i, 

(961) 3- (2- ( (3-^^;V- 1 - (3, 5-i?^^7i-;V) ^ 

;i0 *;w^-f;i/) -4- (3-7Dn-2-7MD^^M^» 7 
io x— 7*d;i>^ 

(962) 3- (2- ( (3-^^-1- (3, 5-^^7i-;V) 7^ 

*;w^>f;i/) -4- (3-^nn-2, 6-^7;vto^>^;^ 

(963) 3- (2- ( (3-^^-1- (3, 5-^f;i/7i-;V) ^ 

15 *;w^;i0 -4- (3, 4, 5-h'J7;i/tD^>^t=Sr^) 7 

(964) 3- (2- ( (3-^^-1- (3, 5-^/f;V7i-;V) 7?- 

*;wt^E-r;i/) -4- (4-7;i/^-n-3 -jim^o 7 

20. (965) 3- (2- ( (3-^^;V-l- (3, 5-^^Wi-;V) 7?- 

a 

*;wt^e-r;v) -4- (3- (4-^DD7iy^» ^>^;m-^» 

(966) 3- (2 - ( -(3 1- (3, 5-^f;i/7i-;V) 7> 

#;wi^;i/) -4- (2, 3, 6-f'J7Mo7x;^^) 

25 7i-M T'O/l^x 

(967) 3- (2- ( (3-X?»-l- (3, 5-^^f;i/7x^;V) 7^ 

978 
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- 4- (2, 3, 5, 6-^ h57;i/^-D7xyjp<x^ 

(968) 3 - (2- ( (3 -^^-1- (3, 5-^^7ir;V) 7> 

;u) fc^;*^;!/) -4- (3-7MD-4-W7iy^^;i/) 

(969) 3 - (2- ( 1 - (3, 73=- 

*;w^-r;v) - 4- (4- (4-7*0^1/71^) "<>y;itf-:*5/) 

(970) 3- (2- ( (3-^^-1- (3, 5-^^V7ir:;i/) 73=- 

10 )V) iMW^j/u) -4- (2-7^7^^>^;u^-ari/) 7i-;i/) 7 

(971) 3- (2- ( (3-*^;i/-l- (3, 5-^3S>l/7xn;i/) 7^ 

;v) £;w\*^;i/) -4- (5-^nD-2-^F^>i/>t^) 7 

15 (972) 3- (2- ( (3-*?)l>-l- (3, 5 -i>*?JU7 X.-JU) 7?=- 
)]/) 1j)W1*<{/U) - 4- (3-i>**')l7$;'<>iVV**ri/) 7i^) 

(973 ) 3- (2 - ( (3-*3S>t/-l- (3, 5-^Wi_;P) 7^ 

;u) *;wt^;i0 -4- ( 2 - ^ d n - 5 wt^v^^i') 

20 7^-;b) 7"D^^ 

(974) 3- (2 - ( (3-^^;U- 1- (3, 5-^^1/71-;!/) 75=" 

;i>) - 4- (3-^^;i/7i;^^) 7x-;u) 

7"D^>^ 

(975) 3- (2- ( (3-^^;i/-l- (3, 5-^^7i-;V) 7^ 

25 ;u) *;w^;i/) -4- (3-^^;w^;i/7x7 ^^5=-;!/) 7 
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(976) 3- (2- ( (3-PWI/-1- 7^ 

(977) 3- (2- ( (3-^^-1- (3, 5-^^^7i-;V) T*^ 

5 -4- (3-hFn^^7x;^?;i/) 7x 

(978) 4- (2- ( ( 1R) -1- (±7*U>-1— xf-;i/#;ws 

-4- (2--KD7^y^ri/) 7oi-;i/) 7*>^ 

(979) 4- (2 - ( (1R) -1- (±7*l/>-l-^;U) x?-;i/#;W* 

io ^-r^) -4- (2-7^;7x;^» 7^-;i0 7**>^ 

(980 ) 4- (2- (.( 1R) -l - (^-7^v>-i-w > ;i') x5=-;i/*;w\- 

-4- (2-7Mr3 : -;i/7*^7 7:n7=*r$') 7ai-;b) 7* >Bk 

(981) 4- (2- ( (1R) -1- (±7*W/-1 — f;p) x^;v*;wn* 

-4- (2-^^;i/^;i/^-;i/T^7 7oi7^^) 7i-;i/) 7** 

15 

(982) 4- (2- ( ( 1R) -1- (±7^l/>-l--f;i/) x^*;wt 
^E-r;i/) -4- (4-* h^>7:c7 3^) 7i-M 7** >^ 

(983 ) 4- (2- ( ( 1 R) -l- (J-7*v>- l— f ;v) xf-;v#;WN* 

^e-T^) - 4- (4-7;^P7 = 7dr^) 7^x;V) 7**>&> 

20 (984 ) 4- (2- ( (1R) -1- (^7^i/>-l— xf;v*;vn 

^E^;V) -4- (3-7;M-P7:n7=^» 7i-M 7**>^ 

(985 ) 4- (2- ( ( 1 R) -l - (±7*i^>-l— r;i/) 
^;i/) -4- (3-^h^->7^7^) y^-)V) y^>m, 

(986) 3- (2- ( (3-^^-1- (3, 5-^^^7xr;V) 7*^ 

25 ;v) *;w^>r;i') -4 - (4-700-2, 6-^7;i/^-n^>^;^^r 

7ai-;i/) 7*D7S>^ > 
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(987) 3- (2 - ( (3-*3\>l/- 1 - (3, 5-^^;U7x-;p) 
(988 ) 3- (2 - ( (3-^^-1- (3, 7> 

5 ;u) #;w\^E-f;u) -4- (4-^DD-2-^hJr^>j;M^J/) 7 

(989) 3- (2 - ( (3-^;i/-l- (3, 5 -i>*W7 *.=./),) 7> 
10 (990) 3- (2 - ( (3-p<^-l- (3, 5-^^7x_;i/) 7^ 

)V) *;w^-f;i/) -4- (2-^3Vi/-4-^ h^>^>->*;i/:t^>) 7 

(991) 3- (2- ( (3 1- (3, 5-^^^7xr;i.) 7^ 
)V) -4- (3-* h^Wi;*^^) 7ir 

15 rn/^i, 

(992) 4- (2- ( (1R) 4l- x^;i/*;w? 
^)V) -4- (2-7MD'7i;^» 7i^) 

(993) 3- (2 - ( ( ( 1 R) -3-^;t,-i_ ( 3j 5-^ Wl 

> r 5 L ;u) *;^\-^e-f;i/) -4- (2, 5-^7;i/to7i;^r^^ 

20 7i-f) 7'D^>®, 

(994) 3- (2 - ( ( (IS) -3-^;b- 1- (3, 5-^f;i/7i 

7**710 -4- (2, 5-j;7MD7i;^f 

(995 ) 4-(2-((lR)-l - (±7^l/>-l-^^) x^*;W^ 
25 ^E-f;i/) -4-i/^D^W^^7i^) 7#>^ s 

(996 ) 4- (2 - ( ( 1R) -1- (±y^u > - 1 -^ ;l/ ) x ?7V*;Wt 
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* 

-4- (K»;y>-2— o) t^5/7i-;v) 7#>$> 

(997) 4- (2 - ( (1 R) -1- {±7 9 VI/- 1-4 ft) *?ft±))W* 

_ 4 _ (2 -7-fe?-;i/7x 7x~;U) 7#>g& 

(998) 3 - (2 - ( ( ( 1 R) -3-*?ft-l- (3, 5-^f^7i 

5 ^.;i/) -4- (3-^ h^>7i;^» 7i-;v) 

(999) 2- (2- ( ( (1R) -3 1- (3, 5-^^7i 

-ft) 7^;v) *;w*e-f;i/) -4- (2-7i-;pxf;i/) 7i;^) 

10 (1000 ) 3- (2- ( ( ( 1 R) (3, 5-^^7x 

7^;i/) *;wt^e-r;i/) -4- (2 -7;b;fn7x7=^;<f-;i/) 7 

(1001) 3- (2- ( ( (1R) -3-**fr-l- (3, 5-^^^V7i 

T^iO 7j;w^-r;i/) -4- (4-7Mp7i;+^^) 7 

15 xr:^) t*o;i>^ n 

(1002) 3 - (2- ( ( (1R) - 3-*m-l- (3, 5-^f;i/7i 

7^;i/) pM^fr) -4- (2-^h^>7i7^f;i/) 7 

(1003 ) 3 - (2 - ( ( ( 1 R) - 3-^^-1- (3, 5-^X^;V7x 

20 -;^) 7^;i/) *;w?^e>r;v) -4- (2-^f;i/7i7^^) 7x 

(1004) 3- (2-^7i-;M»;w^;i/-4- (2, 5-s>7';m- 

(1005) 3 - (2- ( ( 1- (3 , 5-^f;V7x-it/) i/^U^t/J]/) 
25 XftJ^-fft) -4- (2, 5-^7MD7z7^f;i/) 7i-^) 
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(1006) 3 - (2 - ( (1- (3, 5-^^7z-jV) is^U^y ?•))/) 

*;ww;p) -4- (2, 5-^7MD7i;w?;i/) 

(1007 ) 3 - (2- ( ( ( 1R) -3-^^;U-l- (3, 5-^f;V7i 

5 -;u) 7>;i>) *;w^^f;i/) -4- (3 -7Md7i; ^^5=-;i/) 7 

(1008) 3 - (2 - ( ( ( 1 R) -3-^^;i/- 1- (3, 5-^^7i 

-AO #;w^;p) -4- (2-xh^7i;^^) 7 

10 (1009) 3- (2 - ( (N- (2-*?)l7'nX)l) -N- (3, 5-5^7- 
;i/7x-;i/) ;p*y) -4- (2, 5-^7^P7x^ 

is j* 7i^v) 7o^>i, 

(1010) 3- (2- (1-^)1-1- (3, 5-^?;i/7x-;t/) 7DK 

-4- (2, 5-^7WD7i;^^) 71- 

15 ;i) 7u^>^ 

(1011) 3- (2- (4- (3, 5-^^7s^) t -Kn^y- 
4-^;u) -4 - (2, 5-j?7Wd7x7 

(1012) 3- (2 - ( ( (1R) _3-^;u-i- (3, 5-^^ 7l 

20t 7^;i/) £;w\*^e-f;i>) -4- (3-W7x/^f;v) 71 

7n/f>^ 

(1013) 3- (2 - ( ( (1R) -3-^5^;i/-l- (3, 5-^^7x 
-J]y) mi) ttW^Jl,) -4 - (2, 4-^7;i/tD7x7^r^f 

;u) 7x-;i/) 7o^>i, 

25 (1014) 3- (2- ( ( (1R) -3-PWI/-1- (3, 5-^^7x 

7f-)l) fJjW^jn,) -4- (2, 5-^^;U7at^+S/^^) 
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(1015) 3- (2- ( ( (1R) -3-^^-1- (3, 5-^f;V7i 

7>;i/) fc;ww;i0 -4- (a-^DD?!;^^!/) 7i 

5 (1016) 3- (2- (3, 5-^5 L ;i/7ai-;i/) x^) 

jb;w^-f;i/) -4- (2, 5 -^7;i/5t-D7xy 7^—)i) 

(1017) 3- (2- ( ( (1R) -3-p<^;V-l- (3, B-^Wx 

io K> 

(1018) 3- (2- ( ( (IE) -3 1- (3, 5-^f;V7x 

7"^;i/) *;w^-r;i/) -4-(^>^7^-;v-2-^;i/) 

(1019) 3- (2- ( (4- (3, 5-W^7x-;i/) h*Dtf^> 

15 -4--r;i/) *;w^-f;i0 -4- (2-7DD-6-7MD^yi?w 

7ir;i/) 7*D;'?>i, 

(1020) 3- (2- ( ( (1R) -3-^3^-1- (3, 5-^^7x 

-jv) 7>;u) *;w^-f;w) -4- (2-x^7x7^?;v) 71 

20 (1021) 3- (2- ( ( (1R) -3-*?)\>-l- (3, 5-^^7x 

7>;u) *;w^^;u) -4- (3-7D07x;#^f;i/) 7^ 

(1022) 3- (2- (4- (3 , 5-^f;i/7x-^) ^-th'Dft.^ 
>-4— fjl) iVW^j)]/) -4- (2, 5-^7MD7x7^f 

25 ;i0 7x-;i/) 7n^>^ 

(1023 ) 3- (2- ( 1 -^>^;b- 4 - (3, 5-^^f-;U7air:;i/) ^ 
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♦ 

ys»-4-*f;i/) tiJW^JJl) -4- (2, 5-^'7;i/tD7xy^> 
(1024 ) 3 - (2- ( 1, 1 (3, 5-^fjl/7ir;i/) ;1 

— b KD^tf7>-4— -4- (2, 5-^7;M- 

(1025) 3- (2- ((4- (3 , 5-^f;i/7x-;i.) ;^-tFDt7> 

-4—oi/) A;w\*^;i/) -4- (3-i/7;7i;Jp^^i/) 7ir 

(1026) 3- (2- ( (2, 6-V*^Jl-4- (3, 5-^^7i^) 
10 -4-^7-^;i/) -4- (2, 5-y7MD7i/^ 

(1027) 3 - (2- ( (4- (3; 5-^f;i/7i^) ;^tKnt7> 

-4 — r;u) #;w^£rf;i>) -4- (2, 3, 6-h'j7;i/tn^»-;i/t 

15 (1028) 3- (2- ( ( (1R) -3-*3-)l-l- (3, 5-^^7x 

7>;u) *;wwE-f;i/) -4- (2-i7nD-6-7;i/^-D^>^;u 

(1029) 3- (2- ( (4- (3 , 5-^^^7ai^;i/) h*n^7> 

i 

-4— *;w?^;i/) -4- (2-7dd-5-7;wd7i;^ 
20 7x-;i/) 7*n^i>K N 

(1030) 3- (2- ( (4- (3, 5-^f;i/7i-;V) Kn^7> 

-4— r;i/) *;w*e-f;i/) -4- (2-^DD-5-^fji/7i;^ 

(1031) 3- (2- ( (4- (3, 5-^f;i/7z-;i/) ^-th'Dt 7 > 

25 -4-4)1) *;W^-f;i/) -4- (2, 5-^7nD7i7#^5 L ;i/) 
7x-;i/) 
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(1032) 3- (2- ( (4- (3, 5-^^l/7i^I/) ^-th'Dt7> 
-4— Ol/) £;W\*^;i/) -4-7i;^^f;i/7xr;i/) 7*n^>R % 

(1033) 3- (2- ((4- (3, 5-^^7i-;i/) ^-tHo^7> 
-4— Ol) jjJM^JJU) -4- (3-7DD7i;^fJV) 7 :c~ 

(1034) 3- (2- ( (4- (3, 5-^^7i^) ' ;t-t N*Dfc^> 

-4 — f;i/) *;w\*^-f;i/) -4- (3-7;i/tn7i;JFi//f;i/) 71 

(1035) 3- (2- ( (4- (3, 5-^^l/7x^;i/) ^-th*nt7> 
10 -4--f;i/) -4- (2, 5-^?;i/7i;^^) 

(1036) 3- (2- ( (l-^^X;^~;t/-4- (3, 5-W^7i 

-))/) tr^';^>-4— f;i/) *;w^-f;i/) -4- (2, 5-^7;i/;fn 

7x7=Ho*?-;i0 7i-Jl/) 7*D^>^ 
15 (1037) 3- (2- ( (4- (3, 5 -*J*?-)\s7 x^;i>) ;l-fc > 

-4--r;i/) *;w\*^;i/) -4- (2-7^0717^^1/) 71 

(1038 ) 3 - (2 - ( (4 - (3 , 5-y^f;i/7i-;i/) h*D fc*7 > 

-4— r;i/) *;u/^-f;i/) -4- (2-7dd7i7^?;i/) 7^- 
20 7d;i^ 

(1039) 3- (2- ( (4- (3-^5=-;i/7xr.;i/) /t— fc Kn£5>-4- 

-r;u) *;w^e4ViO -4- (2, 5-^7;i/tD7x7^f;v) 7x 

(1040) 3- (2- ( (4- (±7$V>- 1 — T 7U) /i-fc h*Dt7>-4 

25 — #;w\*^;i/) -4- (2, 5-^7;i/tD7i7Jr^f;i/) 7 
x-;u) 7*0/1 >gg N 
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(1041) 3- (2- ( (1-^^-4- (3, 5-^^7i^) t.'^ 

y 5» - 4 - *r ;iO pb;w^;i/) -4- (2, 5-^7MD7x/^i/ 
^WiO 7i=;i/) 7d;^>1s 

(1042) 3- (2- ( (l-x^;v-4- (3, 5-^f;i/7ir;V) t?^ 

5 yy>-4— a;w^-y^) -4- (2, 5-^7MD7iy^> 

(1043) 3- (2- ( ( (1R) -3-*?fr-l - (3, 5-$/*;>Wl/7x 

-;i/) 7>;i/) #;w\-^;u) -4- (2, 3, 6- h ij7Mn^>^ji/ 

10 (1044) 2- (2- ( (3-^^-1- (3, 5-i/7^7i^V) 

*;WN* ; e-f';i/) -4- (2-#un-6-7Ji*u^>i/)\/*3ri/) 7 
15 11. <h&®)ifi 

(1) (2E) -3- (2- (2- (2, 5, 7, 8-f 

(2) (2E) -3- (2- (2- (^-7^V>-2— Y;i/) x|>^) -4 
20 -^>^M^V7xr;V) -2-7D^>i, 

■ 

(3) 3- (2- (2- (^7*l/>-2->f;i/) :nh=^» -4-7xy 
1/7=.—)]/) 7D^>i, 

(4) 3- (2- (2- (^7*l/>-2-^;i/) iKi') -4-tKDdF- 

25 (5) 3- (2- (2- (^7*l/>-2--f;i/) ih^) -4- (1-fc 
KD*>>- l-^;Ux^;i/) 7xn;u) 7*D/i>^ 

987 



i 



WO 03/016254 PCT/JP02/0S 120 

(6) 3- (2- ( ( (lft) -1- (i-7*]/>-l-4)),) x^;i/) 

/i^ju) -4-7x7**/7x-;i/) Vn/^gk 

(7) 3- (2- ( (3-^^-l-7xr;^;i/) -4 

5 (8) 3- (2- ( (3-^^-l-7i-;V7"^) *^^-f».-4 
-^>^l/t^^^fJl/7i-;l/) 7D/1>^ 

(9) 3- (2- ( (3-^^-1-71-^;!/) #;w^;v) -4 
-^^n7*Dtf;M hZ-is* ? fry*—)],) 7n;-5>^ 
do) 2- (2- ( (4-7 3Mb-2- (^7*u>- 1-- f;i/) ^.7*7^ 
10 ;i/) 7 5 7) -4-bh*D^>^ ?s>i^ > ^*;p) 

(11) 2- (2- ( (4-^;i/-2- {±7$V>-1-J )V) ^.7*7^ 

?v) 757) -4-*h*i/*ms<.>s;j]s) gMmms 

(12) 4- (2- 0(2- (^7*1/7-1 — 7un;<i)\s) 75.7) 

4 

-4-hKn^>^^;i/7x-;v) 7*7^ 
15 (13) 4- (2- ( (2- (±7*1/7-1 — f;i/) 7n;v^;i/) 75.7) 

(14) 4- (2- ( (2- (±7*1/7- l ro/W^) 757) 

-4-^>^M^r^7ir;i/) 7*7&> 

(15) 4- (2- ( (2- (±7*77- 1 -7;i/) rn/V'f^) 7*5:7) 

20 -4-7xy^>7x-;v) 7*>m, 

(16) 3- (2- ( (4-^fJl/-2-7ir;K>^;-{Jl/) 75 V) -4 

-7x7^>7x^) 7n;-*>ig x 

(17) 4- (2- ( (4-p<^;U-2- (±7*7 7- l—i^l/) ^7*7-f 
;i0 75,7) -4-7*7^7=r:;i/) .7**>K, 

25 (18) 4- (2- ( (4-^^-2-7i-M^;^fJl/) 757) -4 
-7x7^->7x-;i/) 7*7^ 
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(19) 4- (2- ( (2- (±79l'>-l—> f;i/) -7XMJ4)V) 

(20) N- (3, 4 -^7M0 7i-;WM-;i/) - 3- (2- (2- (± 
7^1/>-2-^;U) xJ^J/) -4-7x;^>7i-;i/) 7"0^>T5. 

(21) N- (3, 4-^7;^D7i^7M-;i/) -3-(2-(2-(^ 

(22) N- (3, 4-y7;i/tD7i-W;«) - 3-(2-(2-(± 
7^l/>-2-^;i/) x>^2/) -4- h* 0*^-1 -^WVxf- 

7ir;v) 7n;i>75 b\ 

(23) 3- (2- ( (3-^f;i/-i-7i-;i/7f;v) *;w\*^;v) -4 

(24) N- (3, 4-^7>tD7i-WM-;i/) - 3- (2- ( (3- 

(25) 3- (2- ( (3-^71/- 1- (3, 5-^^7xz;i/) 

(26) 3- (2- r;i/.?wi/:&;w*e-r;i/) -4-7i; 

■ 

(27) 3- (2- (l - (^7*i/>-2— f ;u) x^;i/*;w^-f;v) -4 

(28) 3- (2- ( (3-^;i/-l- (±7* 1— * 

;Wt^f;i/) -4-717^71-A) 7*d;i>^ 

(29) 3- (2- (4-^^-2-7i-;K>f-;v) #;W\*^;i/) -4 
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(30) 3 - (2 - ( (1R) -l-7x-;i/x^*;w^;W -4-7i 

(31) 4- (2- ( (1R) -1- (±7^l/>-l— r;v) 
-r;i/) -4-7xy^^>7x-;i/) 7*>^ 

5 (32) 3 - (2 - ( (1R) -1- (4-^^7i^)^W^ 
;U) -4-7xy^7x^;V) 

(33) 3- (2- (1- (4-7;i/tD7x-;i/) x^*^«-f ;v) -4 

(34) 3- (2 - ( (ir) -1-* f r;W *;ww;t/-4- 

io 7iM^>7i-;i/) 7"n;^as 

(35) 3- (2 - (l-^^-3-7i^7n^) #;WVE-r;i/- 4 - 

(36) 3 - (2 - ( (1R) -1- (4-->n7i-;v) x5=-;i/*;w^w 
;iO -4-7i7^>7x-;i/) 7D7^>^ 

15 (37) 3- (2-^7xr;^f;i/*;i/n^ ;i/-4-7i7^7i-;v) 

7d;1>^ 

(38) 3- (2- ( (3-^5^-1- (3, 5 -V*?)V7 x=;V) 

*;w^-f;v) -4-7x7^>7x-;v) 7o;i^ 

(39) 3- (2- ( (IR) -1-1, 2, 3, 4-fh7tKD^l/> 
20 M^;i'-4-7x7^7x-^) 7n^>K> 

(40) 3- (2- ( (1R) -l- (l, i , -tf7x-;v-4-w , ;v) x^ 
;i/*;w^w;i/) -4-7x;^7x^) 7*d/^^ 

(41) 3- (2 - (i/7/-7x^;W^;V) -4-7x7^>7x- 

)V) 7nm*>^ 

25 (42) 4- (2- ( (3-^^V-l- (3, 5-^Wx-;V)7f^) 

*;w^>f;i/) -4-^>W^^7x-;i/) 7*>^ 
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(43) 4- (2- ( (3-vWl/-l- (3, 5-^Wi^)7^) 

(44) 4- (2- (3-^f;V-l-7x-;i/7*^V) *;WVe-f - 4- 

7i;*i/7i-;i') 7*>it 

(45) 4- (2- (1- (t79 U>- 1 -TUKMJS/rt^ )V) - 

4-7i;^>7i-;i/) 

(46) 4- (2- (l - (^-7^ 1-> 7^;i/*;w\*^E>r;i/) -4 

(47) 4- (2- ( (3-^;p-i- (^-7^v>- 7^;v) * 
;w^-r;i/) -4-7i/^>7x-;i/) 7*>Wt* 

(48) 4- (2- ( (3-pWl/- 1- (4-7;i/^-n-3-^5 : -;i'7ain;i/) 

*;w^w;u) -4-7i;^>7ir;i/) 7*>&. 

(49) 3- (2- ( ( (1R) -3 1- (3, 

;u) 7^;i>) tDW^-oi) -4-7a:y^>73i^;i/) 7*d^>^ 

(50) 3- (2- ((4- (3, 5-^^I/7ix;V) ^-b KDb^- 

4--f;i/) *;w^-f;i/) -4-7iy^7i-ji/) i/njivR* 

(51) 3- (2- ( (4- (3, 5-^f;V7i-;V) ^-tKD^7>- 

4 — r;u) *;wrc-f;p) -4-^>^M^^7i-;v) 7*0/1 

(52) 3- (2- ( ( (1R) -3-^^;i/-l- (3, 5-^^7i= 

)V) 7^;i/) #;wt^;i,) -4-^>i ! M^7i-;v) 7*n/i>K % 

(53) 3- (2- ( (4- (±7*l/>-l— f;W ;l-bKD^7>-4- 

(54) 4- (2- ( (4- (i-7*]/>- 1— ^-tFDt:7>-4- 

'f;i/) *;w^-f;v) -4-7iy^>7i^;i/) 7*>^x 

(55) 4- (2- ((4- (3, 5-Wf;i/7xr;i/) ^-hh'D^i/- 

4-^;i>) *;w^^f;u) -4-7i/^>7i-;i') 7*>^ 
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(56) 2- (2- ( (3, 

5 

1 2 . Yb#»# 

(1) 4- (2- l— a;^;i/7V-4-W7 

(2) 3- (6-s/Tv-i - (2- i— f ;v0 row-^) 

(3) N- (3, 4-^7MD7i-;w;i/^jl/) -3- 

1- (1- {1-7#V>-l-' f;i/) x^^*^^-^) > h"-^- 3 - 

15 

13. 

(1) 4- ( 3 1 - 7 ;^;w^>f -2-^>V7 

(2) 7- (3 l-7i=^A*W«^) - 2 -^W7 

► 

20 7>#;i/#>^ 

(3) 2- (7- (3-*5Ml/- l-7i-^W*^t^^) -T>h*- 

(4) 2- (7- (3-/^-1-7 1=^7^1/*^^^ /I') J>F- 

;i/-3-^;p) mt 
25 (5) 7- ( 3 - ^f ;v- 1 - 7 x-;^^^^;!/) t7^ v 
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(6) 2- (7- (3-*?)]/- i-7x-;v^;i/A;i/n^;i/) -f > k U 
> - 1 — r ff& 

(7) 3- (7- (3 1 -7xs^7f;i/*^W;V) -f>KU 

>-l — f;U) 7D,K>^ N 

5 (8) 3- (8- (3-^^-1 -7 ir^A'AM^;!/) -1,2, 

3, 4-rh7hKD^;ij>-l-^;i/) funvm* 

(9) 2- (8- (3 1 - (3, 5-^^7xz;i/) 7*?\rt/>b 

;w*e>r;iO -l, 2, 3, 4-f h7tKD*yyi/-i-^) 

(10) 2- (7- ( (3-^^-1- (3, 5-^^7i^) 7^;i/) 

(11) 8- (3-^^;i/-i- (3, 5-^^f;i/7i^) T^jb/w^ 

(12) 7- (3-^;i/-i- (3, 5-^f;i/7i^v) 7^;i/#;w^ 

15 (13) 2- (7- (3-^^-1- (3, 5-i/*?)V7*-)l) 
(14) 7- ( (2- (±7*l/>- 1— < r;U) T-fe^t/) 7*^) - 2 

\/7^>;b;i/7t?>^ 

(is) 7- ( (2- (^-7^i/>-l— f;v) 7n;v-f;u) 7^7) -2- 

20 '<> v ;7 7>A^>| > 

(16) 7- ( (4-PWV-2- (^-7*l/>-l-*;i>) <^>*7^;i>) 7 

(17) 2- (1- (2- (±7* f;i0 7D^-;i/) >f>K-;i/ 

25 (18) 2- (2-^^;i/-l- (2 - (*7*.l/>-l-< f;i0 7Dtt-;i/) 

^>h*-;u-3-^;i/) ffifc 
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(19) 3- (1- (2- (i-7*]/>- 1— (JV) 7Utt-)V) -i 

(20) 3- (2-^^;i/- 1- (2- (^-7^i/>- i—f;i/) 7d Kt-;vj 

5 (21) N- (3, 4-^7;u^-D7 3i-;i/^;b^;i/) -2- (1- (1- 

7#\s>-l—( ^iituitf-ji,) > K— 3 — f;i/) H^7s; 

(22) N— (3, 4-^7;^D73i— ;i/7>;i^^;v) - 2- (Z-tf-fr- 
1- (1- (±7*i/>- -<> h*-;b- 3 - 

10 -f;i/) fi^T^ h\ 

(23) N- (3, 4-^7MD7ir;i/7;v*r;v) -3- (1- (1- (:*- 
7*l^>- 1 — < r;u) x^;i,*;^-;i/) >T > f*-;i/- 3 f 7*o^> 

15 

14. ih&®>& 

(1) (2E) -3- (2- (6-7 j^S*^**/****/) -4- (-f 5. 

(2) 3 - (2 - (6-7i-;i/^ipS/;V4-^r^) -4- (^7^-^-1- 
20 7:r^;i/) 707-? >R„ 

(3) N- (3, 4-^7W07i-;V7;i/*-;i/) -3- (2- (6-7 

x— ;w=^^;u^-^s/) -4- (K5V-;i/- 1 -f^f^) 7^-;v) 

25 

1 5 . -fbi%tf# 
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(1) (2E) -3- (2- (2- (:*-7*U>-2-- f;i>) xh^» -4 

(2) 4- (2- ( (2- (i-7#)s>-l-< iji) 7a A ;<{)]/) tk;) 
-4-7i_;i/7i-^) 7$ >m, 

5 (3) 4- (2- ( (2- (*7*l/>-l— f;V) 7D7V-r;i/) T^y) 
-4-^>^^^jl/7i-^) 79>WLs 

(4) 4- (2- ( (2- d-7*u>-i—i;v) 7*n;w;t0 7-57) 

(5) 3- (2- ( (3-^?;v-i-7i^7"5 L ;i/) *;k>*E-f ;u) -4 

10 -^7;7x-;i/) 7UA>^ 

(6) N- (3, 4-^7;^n7oin;i/^;i/^-;i/) -3- (4-^77- 
2- ( (3-^^-1-71^1/7^) *;W^^f;i/) 7i-^) 7D 

(7) 3- (2- ( (3-^f;i/-l-7i^l/7fil/) *;w\*^E^;i/) -4 
15 -^>^7<7 7iz;i/) 7D;^i, 

(8) 3- (2- ( (3-^WV- 1 -7 x.—fr7f-JU) #;Wt^;i/) -4 

(9) 3- (2- ( 1 - (3, 5-^^V7x_jl/) 7^;V) 

#;w^e-f )]/) - 4 -^>^;V7 ^77 x=;u) 7n^>E 

20 (10) 3- (2- ( (3-^^;i/- 1- (3, 5-V*3-)],7^-)i) 7?-)i) 

-4- (N-^>^;i/-N-p<^;W7^7) 7x-;i0 7d 

(11) 3- (2- (2- (±7^l/>-2— f ;i/) x|^>) -4- (N-7 
25 (12) 3- (2- ( (3-^;i/-l- (3, 5-^^l/7i^V)7^) 

*;w\*^-T;i/) -4-7i^;w\ ,; E'f;i/7zr;i/) 7o;r^ 
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because they relate to subject matter not required to be searched by this Authority, namely: 



2. Q Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. ^] Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 
This International Searching Authority found multiple inventions in this international application, as follows: 

The technical feature common to the individual compounds (individual 
selections) as set forth in claim 1 is "a compound having antagonism to EP3 
and/or EP4 receptors". (There is no common technical feature, i.e., a 
chemical structure, etc. common to all of these selections.) 

As compounds having antagonism to EP3 and/or EP4 receptors of prostaglandin 
E2 (PE2), however, there have been known compounds having the following 

chemical structures: 

a) compounds wherein "-alkylene group, etc . -carboxyl group, etc. and 
"-alkylene group, etc. -phenyl group, etc." are bonded to a cyclopentane ring, 
etc. at the ortho positions and (continued to extra sheet) 

1 . Q As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

daims. 

2. Q As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. p As only some of the required addiUonal search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, sperificaily daims Nos.: 



■ i 



4. [x] No required additional search fees were timely paid by the applicant. Consequently, this international search report is 

restricted to the invention first mentioned in the daims; it is covered by daims Nos.: 1 to 6, 8 to 12 and 14 
to 18 



Remark on Protest Q ^ additional search fees were accompanied by the applicant's protest. 

r~| No protest accompanied the payment of additional search fees. 
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the cyclopentane ring, etc. has OH (WO 00/03980), WO 00/15608, WO 
.01/49661, etc.); and 

b) compounds wherein "-O-alkylene-carboxyl group, etc." and w -s- 
containing alkylene group-phenyl group, etc." are bonded to a napthalene 
ring at positions other than ortho positions (WO 97/05091) . 

Accordingly, the technical feature common to the individual compounds 
(individual selections) as set forth in claim 1 cannot be considered 
as a special technical feature (i.e., a technical feature that defines 
a contribution which each of the claimed inventions, considered as a 
whole, makes over the prior art) . Thus, this international application 
fails to fulfill the requirement of unity of invention. 

(Scope of searching) 

Although it is stated in the description that a large number of 
specific compounds can be produced, nothing but the compound of Example 
8 (13) is indicated as being practically usable. 

Compounds capable of interacting with receptors are generally 
restricted to those having specific size, structure, functional group, 
hydrophilic/hydrophobic nature, etc. Thus, it is hardly estimated that 
compounds largely different from the compound of Example 8 (13) in 
structure, etc. (for example, compounds wherein R 3 is an R 42 -substituted 
tricyclic heterocycle (wherein R 42 is a C6-alkylene-W-C6 alkylene- 
bicyclic heterocycle) ; compounds wherein R 10 is a tricyclic heterocycle, 
etc.) have any antagonism to prostaglandin E2 (PGE2) EP3 and/or EP4 
receptors. 

Therefore, the relevancy of these compounds to the prior art 
cannot be judged (in particular, judgment on the inventive step wherein 
the effects should be taken into consideration) and no meaningful 
international search can be made thereon. 

Accordingly, no international search was made on the following 
compounds in the inventions relating to the compounds, etc. on which 
international search report should be formed as specified in the attached 
sheet of the form of payment of additional fee under the provision of 
Article 17(3) (a) of PCT (i.e., inventions relating to compounds wherein 
n is 1 or 2 and Q is a group bonded to the ring B via carbon atom (for 
example, "-alkylene-Z-Cyc2") , etc., and drugs containing the same as 
the active ingredient) : 

a) compounds wherein m is 1 or 2; 

b) compounds wherein B is a group other than benzene; 

c) compounds other than compounds wherein A-R 1 , D-R 3 and Q are 
attached respectively at the 1- 2- and 4-position of the benzene ring; 

d) compounds wherein A is a group other than alkylene, alkenylene 
or alkynylene; 

e) compounds wherein R 1 is a group other than COOH, COOR 4 , 
CONR 5 S0 2 R 6 or CONR 7 R B ; and 

f ) compounds wherein D is a linking group other than O-alkylene 
(optionally having substituent, double bond or triple bond) or N- 
CO-alkylene (optionally having substituent , double bond or triple bond) . 
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271/28, 

311/13, 

317/46, 

209/08, 

213/65, 

241/18, 

277/68, 

333/24, 

409/12, 

31/351, 

31/415, 

31/42, 

31/445, 

31/4965 

5/24, 7 

17/00, 

25/20, 

37/02, 



271/58 
311/17 
317/48 
209/42 
.213/74 
249/08 
295/08 
333/60 
413/12 
31/36, 



275/42, 
311/21, 
321/20, 
211/44, 
215/12, 
257/06, 
295/18, 
335/02,. 
417/10, 



309/65, 
311/29, 
321/28, 
211/58, 
215/48, 
261/10, 
307/85, 
401/12, 
417/12, 



309/73, 311/06, 311/08, 

317/14, 317/22, 317/32, 
C07D207/38, 207/325, 

211/96, 213/30, 213/64, 

231/12, 233/84, 

265/30, 277/36, 

309/08, 317/64, 



235/08, 
277/66, 
333/20, 
409/06, 



403/12, 405/12, 
A61K31/192, 31/216, 31/343, 
31/381, 31/382, 31/40, 31/4015, 31/404, 31/41, 
31/4155, 31/4164, 31/4178, 31/4184, 31/4192, 31/4196, 
31/4245, 31/426, 31/427, 31/433, 31/435, 31/44, 

31/4468, 31/451, 31/47, 31/473, 31/4725, 31/495, 
, 31/5375, 31/538, A61P1/00, 1/02, 1/04, 1/10, 1/16, 
/02, 9/00, 9/08, 9/10, 9/12, 11/00, 13/00, 13/12, 
17/02, 19/00, 19/02, 19/10, 25/00, 25/04, 25/18, 
25/22, 25/28, 27/02, 29/00, 31/18, 35/00, 37/00, 
37/08, 43/00 
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Int. CI 7 C07C57/40, 57/44. 69/736, 229/34. 233/47, 233/55, 233/65, 233/81, 233/87, 235/38, 235/42, 235/46, 235/48, 2 
35/54, 235/56, 237/30, 239/18, 255/37, 255/55, 255/57, 255/58, 255/60, 271/22, 271/28, 271/58, 275/42, 309/65. 309/73. 31 
1/06, 311/08, 311/13, 311/17, 311/21, 311/29, 317/14, 317/22, 317/32, 317/46, 317/48, 321/20, 321/28 (IS 6 Ji\Z»< ) 



b. waEfrfTofca-BF 

■BEMTofcfc/hRjM* (aamfiM (IPC) ) 
Int. CI' C07C57/40, 57/44, 69/736, 229/34, 233/47, 233/55. 233/65, 233/81, 233/87, 235/38. 235/42. 235/46, 235/48, 2 
35/54, 235/56. 237/30, 239/18. 255/37, 255/55. 255/57, 255/58, 255/60, 271/22. 271/28. 271/58, 275/42, 309/65, 309/73. 31 
1/06. 311/08, 311/13. 311/17. 311/21, 311/29. 317/14, 317/22, 317/32, 317/46. 317/48. 321/20, 321/28 (SB 6 R£ft< ) 



STN (CA, REG I STRY) 



f&£©fSffl©#-§- 



X, P 



X 



WO 02/16311 Al (/jN»mfiI3fe»5$#tfc) 2 0 0 
2 . 0 2. 2 8, ±X & AU 2001-78771 A 

WO 9 6/10569 Al (B*^?77t^tt) 199 
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S 6462081 A 
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/04, 25/18, 25/20, 25/22, 25/28, 27/02. 29/00. 31/18. 35/00, 37/00. 37/02, 37/08, 43/00 

KH£ffi-C£5w bti^ZfrX^ZnttMMms (13) (Dik&yotclitX'hZo 

6 T/V=¥ U'^-W- C 6 T/V=* ff- —m^M^Xhat^, R l0 & 3 m.<Ol&M&LXh 
5{b£W) ^p^^^7/^E2 (PGE2) ©EP 3:f3<fcUV*fcf£E P 4gi&# 

Lfc^oT, mtoLXMtt-t^^gC&VMtttii^m (PCTfl7^ (3) (a) ) CD 

mmz#^xmmm&%L j g*ftj$.i-?> t \^itik&mm<D&m (nan, 2 q# m 
%m?%mcxmBiz.m&Lx^zm r-7/^^-z-cy C 2j *so j t* 



'SSsSPCT/I SA/2 1 0 (WW^-f) (1 9 9 8^7^) 



EB8ttlEI## PCT/JP'02/08 1 20 



a) mffii, 

c) A-R\ D-R\ QtfZfretls -<yt>f01{l 2{£, 4^fe5-f^W^co 

e) R'^COOH, COOR\ CONR'SOaR 6 , CONR'R 8 ^©St-fe5|M 

f) D^O-7^wy (g&^ • Hfijg-a-^-aA,-^ x N-CO-7/W 



^SSPCT/I SA/2 1 0 (^S'J^-^) (1 9 9 8^7^) 



I 



